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[57] Abstract: 

Compounds having a matrix metaloproteinase-13 inhibitory activity and an 
aggrecanase inhibitory activity. They are compounds represented by general formula 
(I) or pharmacologically acceptable salts, esters, or other derivatives thereof 
wherein R 1 is H or NHOH; R 2 is H, optionally substituted alkyl, cycloalkyl, or - 
AR 6 (wherein A is O, -S(0) m -, or alkylene optionally interrupted by -N( 
R 9 )-; and R 6 is a group represented by formula (II), (III), or (TV) 
[wherein X is O, S, -N(R 10 )-, or -C(R n )(R 12 )-; Y is O, GO, - S(O) - 
, -N(R 10 )-, or -C(R n )(R 12 )-; R 7 and R 8 each is H, alkyl, COOH, ° 
optionally substituted alkyl, etc.; R 9 , R 10 , R 11 , and R 12 each is H, alkyl, 
etc.; and m and n each is 0 to 2]); R 3 is H, optionally substituted alkyl, 
optionally substituted cycloalkyl, optionally substituted alkenyl, or optionally 
substituted alkynyl; R 4 is optionally substituted (hetero)arylene; and R 5 is 
optionally substituted alkyl or optionally substituted (hetero)aryl. 
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(57) Abstract 

Compounds having a matrix metaloproteinase- 1 3 inhibitory activity and an aggrecanase inhibitory activity. They are compounds 
represented by general formula (I) or pharmacologically acceptable salts, esters, or other derivatives thereof wherein R 1 is HorNHOH; R 2 Is 
H, optionally substituted alky I, cycloalkyl, or -AR 6 (wherein A is O, *S(OXn*. or alkylene optionally interrupted by -N(R*K and R 6 is a 
grotto represented by formula (U), (IH), or (TV) [wherein X is O, S,' -N(R ,0 h or ■<ra ,l XR ,a )-; Y is O, CO, -S^-, -N(R l0 h or - 
C(R fl )(R>; R 7 and R 1 each is H, alkyl, COOH, optionally substituted alkyl, etc; R 9 , R l5 , R" f and R 12 each b H, alkyi. etc; and m and n 
each is 0 to 2]); R J is H, optionally substituted alkyl, optionally substituted cycloalkyl, optionally substituted altenyl, or optionally 
substituted alkynyt; R 4 is optionally substituted (hetero)aiylenc; and R 3 b optionally substituted alkyl or optionally substituted (hetero)aryL 
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R 5 — O— FT'-SOj— N — (~ (|) 

{R':H> NHOH: R*:H, gft*fTA'*;K •^DTA'+A', S-AR« 
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w *d m 

(nsaid) asjflv^HTV^. LA>Lfcjise>, :© J; 5 itt^HE 

i: - vhDy^^^^n/Df^ — if (matrix metalloproteinase; 

y-*-— £-3) I*. ra»©&#w£K«j£j£#0>-o-c;fc£ I I m^7-Vy\~tt 
LT&^#a?fttt:£*rL-CV^5o MMP-1 3tt||©^^fe^5^3{5-Cib«?\ 

SnrfcV^, <fc 9±#LTVN5©£-as#V^ fctfSf&#£;h,TV>5 (P.G.Mitchell et 
al., Journal of Clinical Investigation, vol.97, 761-768. 1996; P.Reboul et al., 
Journal of Clinical Investigation, vol.97,2011-2019, 1996; D.Wernicke et al., 
Journal of Rheumatology, vol.23, 590-595, 1996 )„ ZL)l,t><0 Z. bfrb* MM P — 

1 3j±, Mffi%<Dmm®mz&^xwm&^mn&&m-tz<D\z.m&te®®$:% : tz 
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T^tSOfeSffiJIjGLu 3 7 3 -A 1 a 3 7 4 KlSiVTEJI&rt- 5 £ t 5>JxT V* 
5 (J.D.Sandy et al., Journal of Biological Chemistry, vol.266, 8683-8685, 1990; 
J.D.Sandy et al., Journal of Biological Chemistry, vol.270, 2550-2556, 1995) 0 
• «oT, ±|E£>*niia»e>, MMP, 1$|CMMP-1 3ir7/!)A-j — Hb<Dffim 

bTV^^3m#»< Jgl«$;h,TV>5 (J.M.P.Freije et al.. Journal of Biological 
Chemistry, vol.269. 16766-16773, 1994) t©^|:Stf5H§^ffl 

MMP|fl§fi§i4«rW-t-5^^t LTtt, MZ.tZ. WO 9 7./ 2 7 1 7 4 IwTIE 

CH(CH3) 2 

^}~°~ ^^~ S °2-N / ^X)NHOH W097/27174, 
#389J#C>I*, MMP — 1 3&0 5 7^U * > 7'-^(OfSi*'Sr3ft<ia§i-5^fe<0 
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(i) re-tea; (i) z#irz.ik&tox\± j t<r>mm±.w®zti5)&. ^^>v 

R 6 — O— R 4 -S0 2 — N 
i 

R 

R'li, TKSISXttt Kp*WS ./g£^U 

R* ft, tt»7A'*/H, B&&3*a*»fe3lR£ft3£^B&3;h,fc 

[ft*, 

Ali, ej&T^l^&XI*, K*^, -S (O) in -«L<tt\N (R 9 ) 
R 6 M\ TIB* (II), (III)XII(IV) I 

<Aa r8 % vA R8 Xft jr\ * 

(II) ("I) (IV) 

■Xtt. Sfe3gJS^^ «tftl!HF\ -N (R 10 ) -XI4-C (R u ) (R ,s ) -£7j*U 
Ytt, K^JJR^, *A^#£iyU» % -S (O) — N (R'°) -Xtt 

-C (R") (R 11 ) -fc*U 

g N A****'**. g&gaU^fejSfcSn* — DOS, B&£8*aj&>P>8 
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R"\ R'\ R'^ttR"**, IpI-5£L< liSiot, **«**L 
iR$n5gt?g&$ixfc7!)-i^g, X»*E&g8* a fla^stt;* 
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ftssTH&^ttfc^T 1 Dry- i-^gfc^u 

T - X lig&gi$ a d> 5> $ h 5 &Tg& $ tiit T fr* rwug «r^-f 0 } „ 
y/(g#7;u=>*^g, ®ifeT/^y>C^S % tefcr/u**?-;^ Ap^/ift 

ry— ^fnrp^s, Ty-A-t^^i, ^for!)-^^ 

ZthtzT y -vwSv gfcg# y *»k®iR SftSg-Cg&Sixfc^T 1 D7!) -A'g, 

Ift^tifcr y e&&s*y a^JSftstis&Tg&Sftfc^nr y - 

[g&S3*0] 
[®&gB*y] 
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(2) R'iS, tKB^T^/I-CfcSfc^ 

(3) R*^, M»lM4fl«)7M;H, Xtt@lftSl»o3i>^a^$n<5 

(4) r*& % &$&mm4&<oTji>*cjum, xnT&u&mmatfrbmnz 

(6) R**i, yotVK 'fyyab'/K .2-^ h 

2- *3-i\>?-*y 3, 3, 3-M)7/l/tD^p^ 2-7 

(7) ^^SSfic 1 75M4te<DT7W^U^SXtt, &t^^ b < I* 

-s (O) »r$ix^<6il»r^u^STfcS'fb^<to, 

(8) A#, ^fl/^ i, 1 -t?^f>>uaf«U^ h9**uy % 
^^^^ -CH 8 0 (CH,) 2 -Xtt-CH 2 S (CH 2 ) s -vhz>ik&® y 

(9) a#, st^us/xr* h y i/ytfcst^ 

(10) R 6 *5, 
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fori) -^st?sift$ixfeteii»7^^/i'S, t y -^m^m.^fMtr^^zz,v 

(12) r*ak mm&ij!>&6m<DTA'*A'ms mm&zibmi mo'sirvr 
***** mm&3jbmB®<DTA'tr~j\'m, ^ft3M6fl©7^=^s, 

£tiitmm& i 3 {Boryu^^s, r y -^g-cfatfe $*T,fc#3i& 3 m<or^ 

-ce& $ Mtm st» s & <o r - /nx f*~r a r y - ^mxw& § # 

3jB<07>^*r:^S-C*S>5^^x 

(13) R 8 j&s, *?vK xf^/, :/nfcVK ^d^d^K ry/K 2 -:/ 
=A^n tf/K 3- (4 - ^ p o t»d KVw, 3 - V * — yW^n ✓OU^A* 

(14) R 4 flS x 7i = l/^ 1- 7 f- Is ^JUtl-^-l'^Vfo 

(15) R'tf, p-7i^l/ye*)5ft^, 

(16) R 6 *5, l75£6®<DT^*/t'g x l Jbm. 4 jB<D^D ^/ 

(17) R B flJ, at**, ^at*yU N :/?vK h 'J 7*;fra 7 
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3-7;V^D7x=/K 4-7;^D7iz;K 3-^dd7i=;K 4 
D D 7ir;K 3 - *=}-)V7 4-*?->V7x.=.jU > 3-^ h^f->7i 

=A\ 4->h^r^7o;=yK 3 -*sT J 7 x.~A>, 4-*s7 J 7 s.—/U y 2, 4 
-^7^D7i=;K 2, 4-^DB7i^, 3, 4-^7^0 71^^ 
3, 4-v?^dp7i^K 3-fJJ^yK 4 - fcT !) $?>K 2 -^-^^^Xtt 3 - 

(is) R 7 &tfR a as, i^-^l<«s«;o-c, *ft^*u tk^is^, - hum, 

£ftS&^E&3ftfc(6i»T/w*/u?-*g % B^S»ad^Ji^$tb5S-Cgjft$ 

tftT^^/l'XHr/HTfeS^, i£l±, R 7 &tfR 8 flS x -5rHfed?^LXV>5 

(l 9) R'*VR»# % P-«UI4I4ot, *ft^ft, *3?ISH% rbaS, 

7vw*/ug, ffi«r**y^yi/S, Xli©&g#aa»fegft£tL5g^&£ftfc 
ia»7^yH-?$,5i, < j&fct, R 7 &tfR»|*, ^fu^AS^tr^S^^IS^t 

t»t>Mft £ ft 5 gT?B& $ ftfc###&&fc7k3ilg, g&g& a &tfH&g# $ 

f>SRSft5S-cs^$ftfc^#te«§R^, ry-^ts, ^0711-;^ & 
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(ajKr/ua^vs, eiftr/w^/^^s, 711-^1, ^07^^!, yy 

• C±) -N-t Ku + */-N«->fA'-No- (4-7iy^r^^y^ 

-2- (2-7*A~T 5 K^A') ^5^y7 5 h\ 

• (±) -N-t Fo^->-Nfl-yf^-N a - (4 -7xy #^>"<V-^^^yU 
jfc^/U) -2- [2- (^T'/y^^-2, # ]} 
*/f7S K, 

• (±) -N-tKp*i/-Na-^^l/-No - ( 4 - 7 a: y *-i"<^i£ 
fc=.jU) -2- [2- (*t/!J>-2, 4- S?sf:/-3— afvU] ^y-s/ 

• (±) -2- [2- (5-7;l/tnf>) §^^-2. 4 - 3 -J jV) zl. 
f-Arl -N-tKt3*->-Na-^fyl/-Na- ( 4 - 7 =. / * 
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• (±) -N-t KP^->-No-^f/U-Na- (4 * i-"*^ 
jfcn/W) -2- [2- [3, 2-d] ey^^y-2, 4-^^-3- 

• (±) -N-t KtJ^fi/-No-^f;|/-2- [2- ( 7 fvw^if V^y- 

ocf-zlx] -No- (4-7xy*«>/<yfy^r:;V) ^yj/yj* 

• (±) -N-tKB^i'-Na-^;l/-Na- (4-7x^->"<y-t!^;l/ 

-2- [2- S^- 2, 4-^^-3 -4>V) if-yi/] j/yi/ 

• (±) -2- [2- (i, 2-^yXj y^ry-yw-3 - 

• (±) -N-t Kp^v^-No-^ ^•/U- 2 - [2 - (6 t*y $.i?y- 
2, 4 -^l"- 3-^/10 x^*] -No- (4 - 7 * y ^i/^yeyxjUfrs. 

• (±) -N-t Kn*J/-No-^f;l/-N« - (4 - y -c J ^i^y-g yxjU 
its~tV) -2- [2- (5 - h ]) 7ji'*v*?-j\ l >\?\) 4-*s*y-Z 

-4/i>) i^yw] yy-yyr$.h\ 

• N-t Kn^-Na-^fvU-Na- (4 -7 *S/^<yi?y.*,U;fc=^) 
-2 (R) — (2-7*^ $ \fazf-A,) ^y*>i/7 5h\ 

• (±) -No- [4- (4-7;Utn7i;^5/) ^i^if y*/W#=,l/J -N - 
t KD*->-Na-^f/l'-2- ( 2 * K^^yW) ^ U S/i'T $ |>\ 
•(±) -2 - [2- (6-*oot*y S^y-2, 4-^2hy-3-^^) cuf- 

jU] -N-t Kn^ff-No-^^-No — (4 -Vs. J ^'S^y^y XA,i£~ 
/u) Wi/yrx Y. 

• (±) -N-t KP*i/-Na-^^-N«- (4-71;*^^^ 

-2 - [2- (6 - h V 7/U*a tf-jUV}) * s>y_ 2, 4-i?*y-3 
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• (±) -N-t Ko^->-No-)«^-Na- [4- (tf «J Vl/- 4 -JjV) 

tti/^is-eyxjUTt^/v] -2 - [2- (^aty [3, 2-di ey *^-2, 

• (±) -2- [2- (6-^00-1-^^^11*^^-2, 4-Z?*>-3 

• (±) -No - [4- (4-^DD7i;^» ^^ifv^^s.yw] - 2- [2 

- (6->nDfy $$^-2, 4-**^-3-W/V) -N-kKo* 

• (±) -2- [2- (6-^DOfH^-2, 4-S>tf*V-3 — (A,) an^ 
/W] -No- [4- (4-7/Wtn?i/^e/) ^Vify*^^] -N-t K 

•(±) -No - [4- (4-?DD7iMi/) ^^-e^^/l/*^^] -N-t 
KP^^-No->^yW-2- [2- (6-HJ7^d^f^fy§5?y-2, 
4 -e>^-y- 3 --f >U) ?Vi'yT5.h\ 

• (±) -No- [4- (4-7/U^P7icy ^-tfi^^jfczi/l/) -N- 
t Ko*^Na-^f;U-2- [2- (6- h y ^A^B pt ?vWfcf y $J?y-,2, 

4-V*y-3 — (a>) ai^/i/] //ys^rs h\ 

• (±) -No- [4- (3-^D07x^i/) *<ylZyXsUX=.jl,-\ -N-t F 
D^e/-No-^^yU-2- [2- (6- hJJ 7^P^^Ut*y ^^^-2, 4 

-^y-3-^w) ac^/u] ^yi/yr$K> 

• (±) -No - [4- (3-^na7i;^'» ^V^^^yW^n/U] -2- [2 

- ey *Vy-2 t 4-^y-3-^/W aifvP] -N-tKa* 

•(±) -2 - [2- (6-^DDf!) 5^y-2, 4-^y-3-^f^) at^ 
-Na-Jf/P-N-tKD^-Na- (4 -7 * y *>>^<y-tf y*,u* 
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• (±) -2- [2- V **?y-2, 4 -V*y- 3 -4 zl? 
/U] -No- [4- (3 -7^*D7iy 3r>» ^I'-tf^yUfcn/u] -N-t K 

•(±) -2 - [2- *S?V-2, 

,U] -N-tKo^^-Na-^f/U-No - [4- ( f V W- 4 vW) 

• (±) — N a — [4- (3-7^tP7*;^i/) — N — 
t Kti^ri/.-No-^f/V- 2- [2 - (6- MJ 7yW^n^^yWfJ) * 2, 

• (±) -N-t h'B*f-Na-^^-Na- [4- (tfy S?^4 — (As) 

- 2- [2 - (6 - h y 7 >\>-*xi *?~>\,\; \) *Vy- 2, 

• (±) -No-xf^-N-t Ko^i/-Na- ( 4 - 7 ;t J * i"<y-\* y 7,)V 



*-JV) -2- [2- (6 - h V 7 As-truU-frM y * i?y- 2, 4-i?^-y-3 

• (±) -N-k [2- (1-^^-6-^7 
A>*u*?-)\,\i\) **?y-2, 4-V*y-3->(A') -Na- (4-7 
j.y^r->^<^-if ^^ywjj^-yp) ^jj^/yj* 

♦ (±) -2- [2- 4 3 -«f aif- 
>H -N-t Kn#j/-No-^f^-No- (4 -7^; ^%/^<y^yy>.^=. 



• Na - [4- (3-^DD7a/^fJ/) ^<^if -N-t h*P^i/ 

[2- (^-fi/y ^-2, 4-^*>-3-.YA0 

•No - [4- (3-^an7xy^i/) ^yifv^i/jfczwu] -N-t Ko^-i/ 

[2- [3, 2-d] f>J*v?y-2. 4 -V*y 

•No - [4 - (3-^DD7s;^i') s<y-eyx;u -N-t Ktmp-> 
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-No 2 - (2 -yfjuj % /w) ^!l*/y7$K. 
(2 1) ±82 (1) 75£ (2 0) *»63ilRSil5 1fcE<tOflS^«J» XtttWSH 

Si (#»cmmp-i 3fia§»i&iFx^<j 

(2 2) ®W& (#£, &JgteBIffi£) Sr^BSXI4f&«f-f5fci6(7> (2 1) KfB 
(2 3) ft <«N£ % fL&) <D$g# % g«^t<liJi?fi$r«U&Ji-Sfc«>© (2 1) 

(2 4) ±fa (1) (2 0) *>e>5S^$tl5 lfcBB*©flS*tt, Xtt*tf>3g 

& Wits OTO***U<»±i&«^tt, Xlift (4$K, 

(2 5) §9ft$ (tffc, £XM&Hft£) «r^W«b<tt^«i-*^«)<OEI| > X 
lift (tfte, ?L«5) <D$5#, §SW^t<l*m«ISr*Uf&Ji-Sfc«)©E|J|*$8jg-f *fc 

±ib (i) (20) xftznmmi. 

±&-j&a; (I) fcjsv^T, 

R\ R\ R 6 % R\ R\. R 9 \ R'°. R»\ R", [g&gi&fl] [®^S» 
y] ©S^fcfctfS rfS&T/l^Ugj ; R a , R\ R"\ R 7 &tFR 8 05^a^i3«t 

5 riliftS»a*»f>S^$tiSS-Cjglft$tifceiRT/w^^Sj <*> r©jiR7vw*;w 
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hvk ^y7>/u % s-yfA/, t-:/fvK ^y^yu, 2-^^?VK 

3 — 1, 1 -i^3vv^Pe;K 
1, 2-^/^>>U7"d tVU % 2, Z-Vt^iVfu tVK 2-^*3^ 

3 2 VfvU % 3 -jl^-A"*^^ 4->»^W<V?vK 

1. 1 -t^^A'T'fvK l, 2-*J**Af7?A> s 1, Z-*st<f-ji>zf?-)\>, 2, 
2-*S*?-/i>7*f-A> s 2. 3-i>*7jUzf7,U s 3, 3-Vt?-A<-7*f-,V, 1, 1, 

R*. R'RV tllftliia] OJ&*fc*il*5 r^^jgc3BM7<B(O^^D7^^ 
-x?E!ft$ixfc^^ifc3 75M7.<S3»^^ a7/w*yuSj <o r$3ffgc3 Tbm 7 <B©$/^ 

07/W*;Wgj ttTlix 0IJX.« X ^PT'atVK $/*P^fvK i/^D^V^ 

Avmmtz&vz m&r^is^&i ttt, ^i/y ( hv*?^ 
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/Dtfi/y, fh7^^, 1, 1 -Vt^/u^isy^ i, i-'J/^ju 
M^UJ', l. l -Vt^^T- Y7**?vvtiLV<r>& 5 l 7!rS6<B<& 

A^^aic*j»ts f®mm*. -s (o) m -^L<ii-N (r 9 ) -T^WfSn 
tc&mT**isismi tit, &mm*> -s (o) n -^b<tt-N <r 9 > 

©<t5*ItLttt, #S£tt* -CHjOCHr, -CHjSCH,-, -CH.N 
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CH,-, -CH,NHCHjCH,-, -CH,N (CH,) CH,CH r , -CH,S 
OCHjCH,-, -CH,SO,CH,CH,-£3fctf5c:£aST££o 

^^^s-cfco, K^^Jiicitt, **a^*\ ^a^ft, -ryy 

PtVu^^ :/f-^:i"C*>9, x^f-^- s zfvf 
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(-so-) #&£Lfc&&^i- 0 ^figttt, mm&ijbm4®<DB. 

— /I', ^<f-J\'*A'-7 4 — yu % -fx* t'/ux/uyj <f ^ ^7^7^ — yW, 

*=.yn;j a) m&T/i'^A's'./u&^A'mi ktt, ±%& ri&mrji'icji'i ic*** 

-fr (-SO,-) iS^#LfcS«:^-t-o »iilw|4, &m$k 1 »I4 j@<oe^ L 
< li##i9Tvw*yU*yWjfc-,^&Tfc»), Sfc^jglcl^ ^yt^yw*:=iyK 
rt^yWxfcnyK t'd fyU^yHJ^r^yw, ^ y y O eyl^yWjfc^yK r/fvV-^yUfcnyW 
TfoO, * ^vW^fcnyK i^yUJXyU^riyK :/d f yl^ynfc^ 

ft y ^D^D/yS, '>^^>a, S^n^^^H, V^P^^rl^^gl, 
ffi, JbgB— (I I) fttMl I I) Irfci^-ctt, R 7 AS^LT^S^*© 

r 8 &&&vx^z>&mB$.?t<Dmz-mi£&&hz<D-e, r 7 &ifr 8 
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f-r^K 2— >.*3/sA' 1 3 -drV^K 4-^*S/n;K 5 

is*, ±i& fry — uvsj 1*, ^^3jbmi om<o^^ aT/v^yumt^mv 

fi&StHS*, Bft^^^Xli/R^g^K^Sr 1 3 fcStf 5 7 *3^#^«^m 
<D2ti5£>g$r^U 0y*.tf, 77 = uy, ^^l^ '^D!)i/y, r-tfb*=^y, 
e^/y uy y ^ * *vy ;a-*i^/y 4 y^-y-yy 1^ ^7/y 1^ 

^, -<yf7'/!)^ 1, 2, 3 v?T/y U-^ h!)7y!)W^ f7 

^r*/yi^ f7 = ^. t"y^>\ ey^u^, fy*s;-i^ t *y 

^^VOJ;5ftg£^lf5- £rjjt-C£5 o tfilfciWu EftlJj^ ^M^FXtt/ 
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R 6 &t>* [gisiio] (o-^m^n^ rrv^mi ; R f ©je*u:*ji** m 

&J;Mtf£ [ft&gfta] rgJfeS^ v ^e>S^$ttSSTg^ 
l>Tt><fc<, -tOJ: d&gi LTIi, 0»J;tfc? % I&tf 5 zktf 

<r> r^f Dry-;Hj;twr <Dfem\z&ttz m&&myt*b 

ffi<Dg&^U 0il;il£ % yy=.)V, <f-=.=u>v, fnyvK TiffrOK h'^/y^K 

•Y^y/y^K si-^-tf-yy ;k ^y^u-yy^ ^ryy^K ^y^7/y;K i, 

fix «n^x S!3R^xtt/&t)5g^^t i jbm2m$tr snme^&m 

7^=^-cfcu, ^I'MJcii, =f-^--i\,, try ^vf-e&s, 
ft* ±^ f'VTDTll-A'ij fi, ft&£>«5S;gfcj|gggUT^-c*>J;<, -to,}: 9 

y>K y^&^ff SwitfTtS, 
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7yiif, mmm?, n&is^ a vmw.* fc^tfsr 
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[g&g»a] ©fc&Kfcrt* r-s; (fftjar/w^yw) r^ygj ite, -nh s 

4mommm l < tt##«i7 A^^-oas 5*7***7 5 y t> , si^st 

**-*7$/, y^*^*7$/, ^x^7>;; ( V T'o f*7 5 / Tfc 



WO 99/51572 



PCT/JP99/01751 



24 

fc$;ft5&-CB&<*;ftfc7 y-*ah*«>gj <r> rry-^**fgj kit. ±ie rr 
tit, Jiia r^nry-^gj .Wimismrfc^Lfcg 

fvK ^DP^f-^ i^o**?-^ 2, 2, 2-hy^a 

n:rfvK 2, 2, 2 - h y 2 d ^ctfvK 

;K 2-7^*ncc^^ 2, 2-^tJ*xf;Utfc>>, ftfcfriitetev h y 7 

r-J&ttfc&gj fctt, fln*5ii#ft?, ®SE#A?, 5t##<DJ: Sfcfl;^ 

W^feU: J: 9 §fl§ L#S#&g£v> p „ 



WO 99/51 572 



PCT/JP99/01751 



25 



/<uy/K ^y^uy^w, *>>9 y-OK y-7-y^/K x^y^K 3-y?vw 

"* J 4 frs 8 -y ^vuy ±y-OK 3 -xfvM-^* y 3, 7-S?y3vW3h 

i\"<v$=rii; i3, i h7x*y^^, ^^^y-r^K 

1 5 -y ^-yw^^rf-x^y HrVfr-hJ 'OK 1 -y 9?% y-</K 

J; 5"ft/xq y yft7^***=*I» y h*W*fe*-A'©J: 5 4te»7VW="=*- 
S'TA'^rf/jbA'tfr;*'*, T^yp^/U, ^netn>f^ y^ya^K fin 
hy-f/K 'fy^nh^^ (E) -2-y^-^-2-y7 l y^^(0J:5/«i:^|& 

'5 47!) -A'#A'4?sA'S« 2-^D^y/^;W % 4 _ ^ a a^l/S^ /U<D & *> 

ft^py^tr y a*& s 2, a, 6-Mj^f^^/^;w, 4-h 

^/JtVOX. 54 = h nflST y 2- (y ^S^W/J^V) 

'^yVvUBJ; 5 4T y -/WkT y r^#J0e7'>^Sj ; y 

h*3/**#=>K * ;M?n>K ^^^^ 

=A\ s -:/ h^r^*yWj}?-/K t -7 h Jtstfzi A» > 4 

fr<DSLDt£fcmTA'^**/1i;\'l£-jvms 2, 2, 2 - h ]) Z a ox h **/HJi,tf 
=/K 2- h]) tf-AsisV ivzc Y-*i/%Astf~/i><n>£. 5 4Anyyxil h V ®&T 

n^gj ; 7 1 h7 t KD 2--OK 3 -^DtT h7t Kat7V- 2- 

^/K 4 - y h^e/T 1 h7t Kn — ok fh7t Kofttr^y- 2 
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f 7 — /KXfi'r h7t Knft^7-^lj ;rh7t Kt>7?y- 2 y 1 
h7k Kd^-sJ-^^V- 2 - W;KD«fc 5* rrh7t Ko77-/i'7lif h 5 t K 
oft77=vHj ; h U > f-^iy]) /V, h y ai^-yUi/ ]) yu x ^ y/D fyl/i?^ ? 

t -7*?vi^yy ;K h y-f y^D f^i/yyKDj; h y <ftiK7yw^yi/i/yyuS v 

/K 7 :* y 7*o h'A-;/ y*©J:54i»i2i©7P - A'g-Cg&Sti.fc 

hV &&TJ\'*A'i/}) ji>&%f<D r^y^gj ; y h=*^?vK i, 

>K 7* 3vK t -7* h*^/^©* ^Jfcffifiir^a^^^^^S, 2- 

1- U y^tuK*^) ^yKpJ; 5>&®i857'/W'=«^r^b3c^^iS > 2, 2, 2- 

>K a—'fyf-A'i?? x.z.A'tl'A'* 9 — TV*. ]) ?-jU<Z)£. 5 & 1 3 
T y -/W£-?@&$;h,fc{£&T^*^&, 2, 4, 6- by 

3, 4, 6- h 'J **vl"*VS?>K 4 4- 
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- 2 -^u^^yu, i =f-tv- l -^a^^yK 2 — y» ^yU- l - /a -~i~yK 
2 fvW- 2 -i/o^nyK 2 -aif-yu- 2 -7°D^< — 1 -^-r^K 2- 
y^nju^ i -tf-ju- 2 -:/-r=iyK 1 ^-yw- i -zf ! r~A' > 
2-zf 1 r~A' s 1 -a^yu— 2 -^f-/K 3 \-f<f-;\,— §--7tr 

— yK 2-^yi*— 3 -7^=:yK 1 -^^yU- 3 ~zf7-~>v^ l -^^x—yK 
2-^^v 1 n/U x l-^^-yU-2 — 2 - > fyU— 2 :=.yU, 3 

-^j/r-nAs 1 fvu- 3 -^yr-;K 2 3 -^^v^yK 4 - 
^V^nyK 1 -P 1 ^->V— 4 — ^tV^n/K 2-^9=-^— 4 — -^T^yW 1 — 
•fe— yU, 2 — ^3r-t?— ;K 3 — -^^f-fc— yU x 4 -^3r"fe:=.yK 5 — s^-tx/KDJ; 

2- ^f/l'-2-7'B^K 2 -a^A-- 2 -^D f^As 2 -^f"^ 1- 
^ 2 -y^— A*, 2 — ^yV— 2 —zf^—JU^ 1 -ai^-yP- 2 -^f^, 

3 - Zf=f-~J\' S 1 ^-A-- 3 -^f-^K 2 -^^A-- 3 -y^n/V, l-a.^ 

A-- 3 -r/^=uiV s 2— l-^/V-2 iy^-^A-, 2-^7-A-- 

2-^^^-a-, 3-^yf-=A-, 1 -*=f-/V- 3 - A- , 2-^^-/U-3 

-^iVf-=yW x 4 l^r^K 1 - ^ fvU- 4 -^Vf-r^yU, 2 - p< ^yW- 4 - 

^^=.yK 2 -^-^ i/— yU N 3 -^3f i/riyU, 4 5 -✓s^ ?/s/V 

0>.fc 5 fc<&feTyi'*^ywg ; fitjfE r^o y j fliiRTyi'^yWj ; 2-fc Kp^j/xf 
yK 2, Kn^fi/T'D^K 3 - fc K n ^ri^a fc> yK 3, 4-3?tKo 

^rfT^yK 4- t Ko*V:/?-yKE>,k 5 # t Kn^V rffcj&y yi^A'gj • 7-fc 

r£flcrt-eAP7k#*?0>«fc 5ft4*^tt^jSfefcJ: UMSlL^S^SISj fctt, Afc 
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ot/K 1 -:7d fc* i/:/ a fc»/K 1 - fcT 

zfn\£^ 1 — J <{ /Vlc**/7v hVK l -T-fe :7*7K l-t/ntf 
S^f-ZK l -y^'J A'^S'r/fvK i - t*^p-f A'**i'^*7K 

<ci- (risaijBTOtRr.s/^j ^-*^> mmr^^-^mi, s^rfo^*'*** 

1 -*s9 D^yf/vA^x^t+^^^K 1 -f* n^df-^u^ywjj?— 
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h*is$A'tf=^A' Jt^TK l- (JC h^-i/^yW3j?-/U^-^->» jt^-yl/ % 1 
- {v°Vi£*i/jlJV7$zL)V**ri/) at*vK 1- (^y^o^^yv^;^ 
i") atf-^, 1- V* > % As#z=./\, 1- (^y^h^f^*^ 

rcfvK l- ( t Y*c*/JJA'i£=.j\'jr*t-is) ai^vK l - 

ai^vK 1- (S^ n^^f^rtofr^^/l/tf:^;*!^) ai^K 1- ($/^n^ 

yf-jux-z-isji /i>tf=./u#*i/) 7 p Dt*/u % i- (-^^ p^^-^/i/^-^-j/*^3}?=. 

/W^-^-i/) T'nbVK 1- V^V* A*** is* JV>& -f^A^s 1 

KVK 1 - (T'nTK^^^/UTj?-^^^) 7°Df^K 1- U yT'DTK*^*^ 
^aeyK l- {?Y*V*A'i£^A'**i/) :/n fc\>K 1 - 
h^^*/u^=yw^-^f-» :/o£VK 1- <^J^A'**$/;frA'#=iAo***5/) 
l- {^*i/A>***/lj)\>iS=.;ujr*i/) tf;K 1- Y**sU 
/Utf=.j\,***/) -ff-As, l- (x.^^^-^.» l- (^a 

tf^A/W/tfrL/i/**^) 1- (-T y^07K^r^*yWJjf=^^^>» 

1- (;/ 1- 
Zff-A'^ 1 - mf^*^JK-yV'^-^V) ^^^K 1- (a^h^^yu 
tf^W;*-*^) ^y^vK l- (pi h^i/^A'sK^^^i/) 1 - 

T**tA>% ; (5-7j=;l/-2-^y- 1, 8-^yi/^4-^;l-) ^ 
C5- (4-^Wi = ^) -2-^-^y-i, 3-i?t*VUy-4- 
-f*'] (5- ( 4 - ^ F^'>7i^) _2-^-^y-i, 3-^^-^y 

U>-4_^.,l/j p*?vK (5- (4 7j-^) -2-^-^-y-l, 3 
-^yi/y-4-^vi') p*3vK [5- (4-^ao7x=/i') -2-*=*-y 
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y-4-jA,) (5 -pt^/i,- 2 -a-*y- i, 3->myi/V-4- 

W^) y<?vK (5 -^^-/w- 2 -d-=^y- i , 3 -s>:fr*y i/y-4 --fAO ^ 

(5-7*0 tVU-2-^-^y- 1, 3 --^fr^y l^-4 -- f/W)*^yK (5 
rV7*o f/P- 1, 3 - y U^- 4 — f yW) p< 5vK (5- 

7<f-tv- 2 -;**y- i , 3-^5h^y y v-wk 

*f->v? * y vtb + fpfy Si 5 * * y s?>v£j : iKriB r&j&ag 

2m<D{&mT /W^^S-CElfeSHfc* yW<*-f A^S : &0\ fcV?n^yU;*-*W?- 

fo%m\z& *>m&L® z&mmi £lt«\ frigicr*. ^ h^^yK 1 h 

2-t b^rf^JV, 2 -a: h3rf:£?vK 1, 1 ^v^- 1 - ;* h ^i*^^ 
;K ^ h^ri'^yK n -S^ostf^ri'/^yK -f yT/aaK^^ptfvK n-^h* 
*s*f-Ar x t -7* h^.^yKD,); 5te&mTJl'=**i,1&&TJl'*A<m, 2-*b 

*j**st<?A'0>£ s )t£ Try -am rcsigTA^ASj, 2, 2, 2-b 

jJ<=.ywp»^yKO J: *>t£ rrflS&Tywa^i'j #yi/#^yw I'te&Tyi'^yV'gjj ; S/T 
/*?vK a-^ry^yKD.fcSfc rs/ry r^iK Tyw *yuSj ; ^ *>u*-aM 
^>v?'*t<?As<r>&ot£ rr^i»Ty^ywj ^-sj-^yw&j ; y^nyw^* 
>?vk i-yfj^^-^^/ufoi.^tj: rrr y-ywj f-^pt^ywsj ; 2-^^y^ 

yW^=.yWx.^-yU N 2 - h y 7yl/*D p< ^ V^yl/Sjt=.yl/aif-yKD < J; 5 /j; rysayyi? 
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CHjOCCH^j 


NHOH 


CH a = CHCH 3 


Ph 


1-85 


CH 2 S(CHs,), 


NHOH 


CH 2 =CHCH 2 


Ph 


1-86 


CH,NH(CH^ 2 


NHOH 


CH 2 = CH CH 2 


Ph 


1-87 


CH 2 N(CH 3 )(CH a )j 


NHOH 


CH2 = CHCH 2 




1-88 


CH, 


NHOH 


CHsCCH 2 


Ph 


1-89 




NHOH 


CHsCCH 2 


Ph 


1-90 


(CH,), 


NHOH 


CHsCCH 2 


Ph 


1-91 


(CHj), 


NHOH 


CHsCCH a 


Ph 


1-92 


CH(CH 3 ) 


NHOH 


CH=CCH 2 


Ph 


1-93 


CHCCH^CH, 


NHOH 


CH=CCH 2 


Ph 


1-94 


CH a CH(CH3) 
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NHOH 


3-(4-Cl-Ph)Pr 


Ph 


2-158 


CH 2 CH(CH 3 ) 


NHOH 


3-(4-Cl-Ph)Pr 


Ph 


2-159 


(XCH^jCHa 


NHOH 


3-(4-Cl-Ph)Pr 


Ph 


2-160 


CH a C(CHa) 2 


NHOH 


3-(4-Cl-Ph)Pr 


Ph 


2-161 


CH a OCH 2 


NHOH 


3-(4-Cl-Ph)Pr 


Ph 


2-162 


CH 2 SCH 2 


NHOH 


3-(4-Cl-Ph)Pr 


Ph 


2-163 


CH 2 NHCH, 


NHOH 


3-(4-Cl-Ph)Pr 


Ph 


2-164 


CH 2 0(CH,) 2 


NHOH 


3,(4-Cl-Ph)Pr 


Ph 


2-165 


CH 2 S (CHj) 2 


NHOH 


3-(4-Cl-Ph)Pr 


Ph 


2-166 


CH,NH(CH,), 


NHOH 


3-(4-Cl-Ph)Pr 


Ph 


2-167 


CH 2 N(CH 3 )(CH 2 ) S 


NHOH 


3-(4-Cl-Ph)Pr 


Ph 


2-168 


(CH,), 


OH 


H 


Me 


2-169 


(CH 2 ), 


OH 


Me 


Me 


2-170 


(CH 2 ) 2 


OH 


CH=CCH, 


Me 


2-171 


(CH S ) 2 


OH 


H 


CF, 


2-172 


(CH,), 


OH 


Me 


CF 3 


2-173 


(CH,), 


OH 


CH^CCH, 


CF, 


2-174 


(CH,), 


OH 


H 


Bu 


2-175 


(CH,), 


OH 


Me 


Bu 


2-176 


(CH,), 


OH 


CH=CCH, 


Bu 
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2-177 




OH 


H 


Ph 


2-178 


(CH,), 


OH 


Me 


Ph 


2-179 


(CHa)2 


OH 


CH=CCH 2 


Ph 


2-180 


(CHa) 2 


NHOH 


Me 


4-Cl-Ph 


2-181 


(CH^a 


NHOH 


Me 


4-F-Ph 


2-182 


(CHa) a 


NHOH 


Me 


4-MeO-Ph 


2-183 


(CH^ a 


NHOH 


Me 


2,4-diF-Ph 


2-184 


(CHj) 2 


NHOH 


Me 


4-Py 


2-185 


(CH 8 ) S 


NHOH 


CH=CCH 2 


4-Cl-Ph 


2-186 


(CHa) a . 


NHOH 


CH=CCH 2 


4-F-Ph 


2-187 


(OH,), 


NHOH 


CH=CCH 2 


4-MeO-Ph 


2-188 


(CHa) a 


NHOH 


CH=CCH 2 


2,4-diF-Ph 


2-189 


(OH,), 


NHOH 


CHsCCHa 


4-Py 
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o 1 



£3 



# ^ 


A 


R' 


R* 


R B 


3-1 


CH 2 


NHOH 


H 


Me 


3-2 


(CH t ) 2 


NHOH 


H 


Me 


3-3 


(CH,) S 


NHOH 


H 


Me 


3-4 




NHOH 


H 


Me 


3-5 


<CH,) 2 


NHOH 


<4-Cl-Ph)-CsCCH 2 


Me 


3-6 


CHjSCCHj)^ 


NHOH 


H 


Me 


3-7 


<CHj) 2 


NHOH 


8-(4-Cl-Ph)Pr 


Me 


3-8 


(CH 2 ) 2 


NHOH 


3-Py-CH 2 


Me 


8-9 


CH 2 


NHOH 


H 


Ph 


3-10 




NHOH 


H 


Ph 


3-11 


(CH,)8 


NHOH 


H 


Ph 


3-12 




NHOH 


H 


Ph 


3-13 


CH(CH 8 ) 


NHOH 


H 


Ph 


3-14 


CH(CHa)CH 8 


NHOH 


H 


Ph 


3-15 


CH,CH(CH«) 


NHOH 


H 


Ph 


3-16 


C(CHa) s CH, 


NHOH 


H 


Ph 


3-17 


CH,C(CH8), 


NHOH 


H 


Ph 


3-18 


CHjOCH, 


NHOH 


H 


Ph 


3-19 


CHjSCHj 


NHOH 


H 


Ph 


3-20 


CH 2 NHCH 2 


NHOH 


H 


Ph 
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3-21 


CHjCKCH,), 


NHOH 


H 


Ph 


3-22 


CHsSCCHj^ 


NHOH 


H 


Ph 


3-23 


CHjNH^Hg), 


NHOH 


H 


Ph 


3-24 


CHtNfCHsXCH,), 


NHOH 


H 


Ph 


3-25 


CH 2 


NHOH 


Me 


Ph 


3-26 


(CH,)* 


NHOH 


Me 


Ph 


3-27 


(CH,), 


NHOH 


Me 


Ph 


3-28 


(CH,)^ 


NHOH 


Me 


Ph 


3-29 


CH(CH,) 


NHOH 


Me 


Ph 


3-30 


CH(CHa)CH, 


NHOH 


Me 


Ph 


3-31 


CH,CH(CH3) 


NHOH 


Me 


Ph 


3-32 


C(CH 3)2011 2 


NHOH 


Me 


Ph 


3-33 


CH2C(CHg)2 


NHOH 


Me 


Ph 


3-34 


CH*OCH 2 


NHOH 


Me 


Ph 


3-35 


CH2SCH2 


NHOH 


Me 


Ph 


3-36 


CH S NHCH 2 


NHOH 


Me 


Ph 


3-37 


CHjOCCHj), 


NHOH 


Me 


Ph 


3-38 


CH,S(CH^ 


NHOH 


Me 


Ph 


3-89 


CHjNH^H,), 


NHOH 


Me 


Ph 


3-40 


CHjNCCH^^Hj), 


NHOH 


Me 


Ph 


3-41 


CH 2 


NHOH 


Et 


Ph 


3-42 


<CH 2 ) 2 


NHOH 


Et 


Ph 


3-43 


(CH 2 ) 8 


NHOH 


Et 


Ph 


3-44 




NHOH 


Et 


Ph 


3-45 


CH(CH 3 ) 


NHOH 


Et 


Ph 


3-46 


CH(CH a )CHj 


NHOH 


Et 


Ph 
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3-47 


CHjCHCCHj) 


NHOH 


Et 


Ph 


3-48 


CCCH^CH, 


NHOH 


Et 


Ph 


3-49 


CHaC(CHs)j 


NHOH 


Et 


Ph 


3-50 


CH,OCH 2 


NHOH 


Et 


Ph 


3-51 


CHjSCHa 


NHOH 


Et 


Ph 


3-52 


CH 2 NHCH t 


NHOH 


Et 


Ph 


3-53 


CHtOCCH^j 


NHOH 


Et 


Ph 


3-54 


CHjS (CHj)^ 


NHOH 


Et 


Ph 


3-55 


CH,NH(CHj), 


NHOH 


Et 


Ph 


3-56 


CH s N(CH a )(CH 2 ) 2 


NHOH 


Et 


Ph 


3-57 


CH 2 


NHOH 


Pr 


Ph 


3-58 




NHOH 


Pr 


Ph 


3-59 


(CH*), 


NHOH 


Pr 


Ph 


3-60 


(CH,), 


NHOH 


Pr 


Ph 


3-61 


CH(CHa) 


NHOH 


Pr 


Ph 


3-62 


CH(CHg)CH, 


NHOH 


Pr 


Ph 


3-63 


CH,CH(CHa) 


NHOH 


Pr 


Ph 


3-64 


(XCH^ch* 


NHOH 


Pr 


Ph 


3-65 


CHjCCCH^i 


NHOH 


Pr 


Ph 


3-66 


CH,OCH, 


NHOH 


Pr 


Ph 


3-67 


CH2SCH2 


NHOH 


Pr 


Ph 


3-68 


CH 2 NHCH, 


NHOH 


Pr 


Ph 


3-69 


CH, 


NHOH 


i-Pr 


Ph 


3-70 


(CHj), 


NHOH 


i-Pr 


Ph 


3-71 




NHOH 


i-Pr 


Ph 


3-72 


<CH t )« 


NHOH 


i-Pr 


Ph 



WO 99/51572 



PCT/JP99/01751 



51 



3-73 


CH S 


NHOH 


CH2 = CHCH2 


Ph 


3-74 


(CHj) 2 


NHOH 




Ph 


3-75 




NHOH 




Ph 


3-76 


(CH,), 


NHOH 




Ph 


3-77 


CH(CH„) 


NHOH 




Ph 


3-78 


CH(CH,)CH 2 


NHOH 




Ph 


3-79 


CH 2 CH(CH 8 ) 


NHOH 


CH2 = CHCH2 


Ph 


3-80 


C(CH») 2 CH 2 


NHOH 


CH2 == CHCH2 


Ph 


3-81 


CHjCCCH,), 


NHOH 


CH^CHCHa 


Ph 


3-82 


CH 2 OCH 2 


NHOH 


CH,=CHCH, 


Ph 


3-83 


CH2SCH2 


NHOH 


CH2 = CH CH2 


Ph 


3-84 


CH 2 NHCH 2 


NHOH 


CHg^CH CH2 


Ph 


3-85 


CHjOCCH^j 


NHOH 


CH2 = CHCHj 


Ph 


3-86 


CH2S (CHa)^ 


NHOH 


CH£ = CHCH2 


Ph 


3-87 


CH 2 NH(CH 2 ) 2 


NHOH 


CH2 = CHCHj 


Ph 


3-88 


CH t N(CH s )(CH 2 ) 2 


NHOH 


CH2 = CHCHj 


Ph 


8-89 


CH S 


NHOH 


CHsCCH, 


Ph 


3-90 


(CH,), 


NHOH 


CH=CCH, 


Ph 


3-91 


(CH,) 8 


NHOH 


CHsCCH, 


Ph 


3-92 


(CH,) 4 


NHOH 


CHsCCH, 


Ph 


3-93 


CH(CHa) 


NHOH 


CH^CCH, 


Ph 


3-94 


CH(CHj)CH 2 


NHOH 


CH^CCH, 


Ph 


3-95 


CH,CH(CH S ) 


NHOH 


CH=CCH, 


Ph 


3-96 




NHOH 


CH^CCH, 


Ph 


3-97 


CH 2 C(CH a ) 2 


NHOH 


CH=CCH t 


Ph 


3-98 


CH 2 OCH 2 


NHOH 


CHsCCH, 


Ph 
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3-99 


CHjSCHj 


NHOH 


CH=CCH 2 


Ph 


3-100 


CHjNHCHj 


NHOH 


CH=CCH 2 


Ph 


3-101 


CHjCKCH,), 


NHOH 


CH=CCH 2 


Ph 


3-102 


CH 2 S(CH,) 2 


NHOH 


CHsCCH, 


Ph 


3-103 


CH 2 NH(CH,) 2 


NHOH 


CH=CCH, 


Ph 


3-104 


CH t N(CHa)(CH,) a 


NHOH 


CHsCCH 2 


Ph 


3-105 


CH, 


NHOH 


MeCsCCH 2 


Ph 


3-106 


(CHje), 


NHOH 


MeCsCCH, 


Ph 


3-107 




NHOH 


MeC=CCH 2 


Ph 


3-108 


(CH^ 4 


NHOH 


MaC^CCH, 


Ph 


3-109 


CH(CH3> 


NHOH 


MeC^CCH, 


Ph 


3-110 


CH(CHa)CH 2 


NHOH 


MeC-CCH 2 


Ph 


3-111 


CHjiC^CHa) 


NHOH 


MeC=CCH 2 


Ph 


3-112 


C(CH 3 ) 2 CH 2 


NHOH 


MeC=CCH 2 


Ph ' 


3-113 


CH^CH,), 


NHOH 


MeC=CCH 2 


Ph 


3-114 


CH,OCH, 


NHOH 


MeC=CCH 2 


Ph 


3-115 


CH 2 SCHj 


NHOH 


MeC=CCH 2 


Ph 


3-116 


CH 2 NHCH 2 


NHOH 


MeCsCCH, 


Ph 


3-117 


CH.O^H,),, 


NHOH 


MeC=CCH, 


Ph 


3-118 


CH 2 S(CH») 2 


NHOH 


MeC=CCH 2 


Ph 


3-119 


CH 2 NH(CH») 2 


NHOH 


MeCsCCH 2 


Ph 


3-120 


CH 2 N(CH 8 )(CH 2 ) 2 


NHOH 


MeCsCCH, 


Ph 


3-121 


CH 2 


NHOH 


PhCsCCH, 


Ph 


3-122 


(CH,) 2 


NHOH 


PhC=CCH 2 


Ph 


3-123 


(CHJs 


NHOH 


PhC=CCH t 


Ph 


3-124 


(CH,), 


NHOH 


PhC=CCH 2 


Ph 
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3-125 


CH(CHa) 


NHOH 


PhC^CCH, 


Ph 


3-126 


CH(CH,)CH 2 


NHOH 


PhCsCCHj 


Ph 


3-127 


CH 2 CH(CHj) 


NHOH 


PhC=CCH 2 


Ph 


3-128 


C(CHa) 2 CH a 


NHOH 


PhC=CCH 2 


Ph 


3-129 


CHaCCCHj)* 


NHOH 


PhC^CCH, 


Ph 


3-130 


CH 2 OCH, 


NHOH 


PhC=CCH 2 


Ph 


3-131 


CH2SCH2 


NHOH 


PhC=CCH 2 


Ph 


3-132 


CH 2 NHCH 2 


NHOH 


PhC=CCH 2 


Ph 


3-133 


CH 2 0<CHj) 2 


NHOH 


PhC=CCH„ 


Ph 


3-134 




NHOH 


PhOCCH 2 


Ph 


3-135 


CH 8 NH(CH,) 2 


NHOH 


PhC=CCH 2 


Ph 


3-136 


(CH,) 2 


NHOH 


(4-Cl-Ph)-CsCCH, 


Ph 


3-137 


CH, 


NHOH 


Bn 


Ph 


3-138 


(CH,), 


NHOH 


Bn 


Ph 


3-139 


(CHs) 8 


NHOH 


Bn 


Ph 


3-140 


(CH,), 


NHOH 


Bn 


Ph 


3-141 


CH(CHa) 


NHOH 


Bn 


Ph 


3-142 


CH(CHa)CH 2 


NHOH 


Bn 


Ph 


3-143 


CH„CH(CH 8 ) 


NHOH 


Bn 


Ph 


3-144 


C(CHa) 2 CH 2 


NHOH 


Bn 


Ph 


3-145 


CH 2 C(CHa) 2 


NHOH 


Bn 


Ph 


3-146 


CHjOCH 2 


NHOH 


Bn 


Ph 


3-147 


CH2SCH2 


NHOH 


Bn 


Ph 


3-148 


CH 2 NHCH 2 


NHOH 


Bn 


Ph 


3-149 


CH 2 0(CH,) 2 


NHOH 


Bn 


Ph 


3-150 


CH^CH,), 


NHOH 


Bn 


Ph 
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3-151 


CHjNHCCHg^ 


NHOH 


Bn 


Ph 


3-152 


CH,N(CH 8 )(CH 2 ) 2 


NHOH 


Bn 


Ph 


3-153 


CH, 


NHOH 


3-(4-Cl-Ph)Pr 


Ph 


3-154 


(CH*) t 


NHOH 


3.(4-Cl-Ph)Pr 


Ph 


3-155 


(CH,) 8 


NHOH 


3-(4-Cl-Ph)Pr 


Ph 


3-156 


(CH*), 


NHOH 


3-(4-Cl-Ph)Pr 


Ph 


3-157 


CH(CHa) 


NHOH 


3-(4-Cl-Pb)Pr 


Ph 


3-158 


CH(CH,)CH 2 


NHOH 


3.(4-Cl-Ph)Pr 


Ph 


3-159 


CH 4 CH(CHa) 


NHOH 


3-(4-Cl-Ph)Pr 


Ph 


3-160 


C(CHa) s CH, 


NHOH 


3-(4-Cl-Ph)Pr 


Ph 


3-161 


CH,C(CH a ) s 


NHOH 


3-(4-Cl-Ph)Pr 


Ph 


3-162 


CH,OCH t 


NHOH 


3-(4.Cl-Ph)Pr 


Ph 


3-163 


CH2SCH2 


NHOH 


3-(4.Cl-Ph)Pr 


Ph 


3-164 


CH a NHCH» 


NHOH 


3-(4-Cl-Ph)Pr 


Ph 


3-165 


CH 2 0(CHj) s 


NHOH 


3-(4-Cl-Ph)Pr 


Ph 


3-166 


CH'tSCCH,). 


NHOH 


3-(4-Cl-Ph)Pr 


Ph 


3-167 


CHjNH^Hj), 


NHOH 


8-(4-Cl-Ph)Pr 


Ph 


3-168 


CHjN(CH 8 )(CH,) t 


NHOH 


3-(4-Cl-Ph)Pr 


Ph 


3-169 


(CH,), 


OH 


H 


Me 


3-170 


(CH S ) 8 


OH 


Me 


Me 


3-171 


(CH t ), 


OH 


<4.Cl.Ph).C=CCH s 


Me 


3-172 


(CH») 2 


NHOH 


H 


CF 8 


3-173 


(CH 2 ) 2 


OH 


Me 


CF 8 


3-174 


<CH 2 ) 2 


OH 


CH=CCH 2 


CF 8 


3-175 




OH 


H 


Bu 


3-176 


(CHJ, 


OH 


Me 


Bu 
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3-177 




OH 


CHsCCHj 


Bu 


3-178 


(CH 8 ), 


OH 


H 


Ph 


3-179 


(CH*), 


OH 


Me 


Ph 


3-180 


(CH,) S 


OH 


CHsCCH, 


Ph 


3-181 


(CH,), 


NHOH 


Me 


4-Cl-Ph 


3-182 


(CH„), 


NHOH 


Me 


4-F-Ph 


3-183 


(CH^ 


NHOH 


Me 


3-Cl-Ph 


3-184 


(CH,), 


NHOH 


Me 


3-F-Ph 


3-185 


(CHj), 


NHOH 


H 


4-Py 


3-186 


(CH^s, 


NHOH 


CH=CCH, 


4-Cl-Ph 


3-187 


(CH a ) 2 


NHOH 


CH=CCH, 


4-F-Ph 


3-188 


(CH 2 ) 2 


NHOH 


CH^CCH, 


4-MeO-Ph 


3-189 


(CHj), 


NHOH 


CH^CCH, 


2,4-diF-Ph 


3-190 


(CH,), 


NHOH 


CH=CCH 2 


4-Py 


3-191 


(CH,), 


OH 


3-Py-CH, 


Me 


3-192 




OH 


3-(4-Cl-Ph)Pr 


Me 


3-193 




NHOH 


c-Pr 


Ph 
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0< ^ N A. CH 

H 



m4 





A 


R 1 




R B 


4-1 


CH 2 


NHOH 


H 


Me 


4-2 


(CH*), 


NHOH 


H 


Me 


4-3 


(CH,), 


NHOH 


H 


Me 


4-4 


(CH>) 4 


NHOH 


H 


Me 


4-5 


CH 2 0(CH 8 ), 


NHOH 


H 


Me 


4-6 


CH^CH*), 


NHOH 


H 


Me 


4-7 


CH,NH(CH8)« 


NHOH 


H 


Me 


4-8 


CH S 


NHOH 


H 


Ph 


4-9 


(CH*), 


NHOH 


H 


Ph 


4-10 


(CH,) 8 


NHOH 


H 


Ph 


4-11 


(CH*), 


NHOH 


H 


Ph 


4-12 


CH(CHs) 


NHOH 


H 


Ph 


4-13 


CH(CH,)CH, 


NHOH 


H 


Ph 


4-14 


CH 2 CH(CH S ) 


NHOH 


H 


Ph 


4-15 


(XCHa^CHg 


NHOH 


H 


Ph 


4-16 


CH 2 C(CH,) S 


NHOH 


H 


Ph 


4-17 


CH 2 OCHj 


NHOH 


H 


Ph 


4-18 


CH2SCH2 


NHOH 


H 


Ph 


4-19 


CH t NHCHj 


NHOH 


H 


Ph 


4-20 


CHsOCCH^t 


NHOH 


H 


Ph 



WO 99/51572 



57 



PCT/JP99/0175I 



4-21 


CH^CH^ 


NHOH 


H 


Ph 


4-22 


CH 2 NH(CH,) 2 


NHOH 


H 


Ph 


4-23 


CHjNCCHbXCH^ 


NHOH 


H 


Ph 


4-24 


CH S 


NHOH 


Me 


Ph 


4-25 


(CH^ 


NHOH 


Me 


Ph 


4-26 


(CHg), 


NHOH 


Me 


Ph 


4-27 


(CH«)« 


NHOH 


Me 


Ph 


4-28 


CH(CHa) 


NHOH 


Me 


Ph 


4-29 


CHCCH^CH, 


NHOH 


Me 


Ph 


4-30 


CHsCHCCHa) 


NHOH 


Me 


Ph 


4-31 


CKCHahCH, 


NHOH 


Me 


Ph 


4-32 


CH2C(CH3)2 


NHOH 


Me 


Ph 


4-83 


CH 2 OCH 2 


NHOH 


Me 


Ph 


4-34 


CH2SCH2 


NHOH 


Me 


Ph 


4-35 


CH 2 NHCH 2 


NHOH 


Me 


Ph 


4-36 


CH t O(CH,) 2 


NHOH 


Me 


Ph 


4-37 


CHjSCCHj), 


NHOH 


Me 


Ph 


4-38 


CH 2 NH(CH,)» 


NHOH 


Me 


Ph 


4-39 


CH 2 N(CH 8 )(CH3) 2 


NHOH 


Me 


Ph 


4-40 


CH 2 


NHOH 


Bt 


Ph 


4-41 




NHOH 


Et 


Ph 


4-42 




NHOH 


Et 


Ph 


4-43 


(CH,) 4 


NHOH 


Et 


Ph 


4-44 


CH(CHa) 


NHOH 


Et 


Ph 


4-45 


CHCCH^CH, 


NHOH 


Et 


Ph 


4-46 


CH 2 CH(CHs) 


NHOH 


Et 


Ph 
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4.47 


C(CHs) s CH, 


NHOH 


Et 


Ph 


4-48 


CHsCCCHs), 


NHOH 


Et 


Ph 


4-49 


CH,OCH 2 


NHOH 


Et 


Ph 


4-50 


CHjjS CHj 


NHOH 


Et 


Ph 


4-51 


CH,NHCH, 


NHOH 


Et 


Ph 


4-62 


CHjOCCH^, 


NHOH 


Et 


Ph 


4.53 


CH 8 S(CH,) a 


NHOH 


Et 


Ph 


4-54 


CH,NH(CH^ 


NHOH 


Et 


Ph 


4-55 


CH,N(CH a )(CH 1 ), 


NHOH 


Et 


Ph 


4-56 


CH, 


NHOH 


Pr 


Ph 


4-57 


(CH^ a 


NHOH 


Pr 


Ph 


4-58 


(CH,), 


NHOH 


Pr 


Ph 


4-59 


(CH 2 ) 4 


NHOH 


Pr 


Ph 


4-60 


CH(CH„) 


NHOH 


Pr 


Ph 


4-61 


CH(CHa)CH, 


NHOH 


Pr 


Ph 


4-62 


CH,CH(CHa) 


NHOH 


Pr 


Ph 


4-63 


CCCHjOjCH, 


NHOH 


Pr 


Ph 


4-64 


CH,C(CHa), 


NHOH 


Pr 


Ph 


4-65 


CH,OCH, 


NHOH 


Pr 


Ph 


4-66 


CH,SCH, . 


NHOH 


Pr 


Ph 


4-67 


CH,NHCH, 


NHOH 


Pr 


Ph 


4-68 


CH 2 


NHOH 


i-Pr 


Ph 


4-69 


(CH,), 


NHOH 


i-Pr 


Ph 


4-70 


(CH,), 


NHOH 


i-Pr 


Ph 


4-71 


(CHs) 4 


NHOH 


i-Pr 


Ph 


4-72 


CH, 


NHOH 


CH2 = CHCH2 


Ph 
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4-73 


(CH,), 


NHOH 


CH2 = CHCHj 


Ph 


4-74 


(CH,), 


NHOH 


CH2 = CHCH2 


Ph 


4-75 


(CH,) 4 


NHOH 




Ph 


4-76 


CH(CH,) 


NHOH 


CH2 == CH CH j 


Ph 


4-77 


CIKCHJCH, 


NHOH 


CH2 = CHCH2 


Ph 


4-78 


CH 2 CH(CH,) 


NHOH 


CH2 = CHCH2 


Ph 


4-79 


C(CHa),CH, 


NHOH 


CH2 = CHCH2 


Ph 


4-80 


CH 2 C(CHa)i 


NHOH 


CH2 3K CHCH2 


Ph 


4-81 


CH,OCH, 


NHOH 


CH2 = CHCH2 


Ph 


4-82 


CH2SCH2 


NHOH 


CH2 = *CHCH2 


Ph 


4-83 


CH,NHCH, 


NHOH 


CH2 = CHCH2 


Ph 


4*84 


CH,0(CH,), 


NHOH 


CH2 = CHCH2 


Ph 


4-85 




NHOH 


CH2—CHCH2 


Ph 


4-86 


CH 2 NH(CHi)i 


NHOH 


CH2 == CHCH2 


Ph 


4-87 


CH,N(CH,)(CH,), 


NHOH 


CH2 :r CHCH2 


Ph 


4-88 


CH, 


NHOH 


CHsCCH, 


Ph 


4-89 


(CH,), 


NHOH 


CH=CCH, 


Ph 


4-90 


(CH,), 


NHOH 


CHsCCH, 


Ph 


4-91 


(CH,)* 


NHOH 


CH^CCH, 


Ph 


4-92 


CH(CHa) 


NHOH 


CH^CCH, 


Ph 


4-93 


CH(CHa)CH 2 


NHOH 


CHsCCH, 


Ph 


4-94 


CH 2 CH(CH3) 


NHOH 


CH^CCH, 


Ph 


4-95 


C(CH 3)2^^2 


NHOH 


CH=CCH, 


Ph 


4-96 


CH 2 C(CH3) 2 


NHOH 


CH=CCH, 


Ph 


4-97 


CH,OCH s 


NHOH 


CH=CCH, 


Ph 


4-98 


CH2SCH2 


NHOH 


CH^CCH, 


Ph 
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4-99 


CHjNHCH» 


NHOH 


CHsCCH 8 


Ph 


4-100 


CH 2 0(CH,) 2 


NHOH 


CH=CCH 2 


Ph 


4-101 


CH,S(CH,) 2 


NHOH 


CHsCCHj 


Ph 


4-102 


CHjNHCCH^j 


NHOH 


CHsCCH 8 


Ph 


4-103 


CH^CH^CH,), 


NHOH 


CH=CCH 2 


Ph 


4-104 


CH 2 


NHOH 


MeC=CCH 2 


Ph 


4-105 


(CH*), 


NHOH 


MeC^CCH, 


Ph 


4-106 


(CHj), 


NHOH 


MeCsCCH, 


Ph 


4-107 


(CH«) 4 


NHOH 


MeC=CCH 2 


Ph 


4-108 


CH(CH.) 


NHOH 


MeC=CCH 2 


Ph 


4-109 


CH(CH3)CH, 


NHOH 


MeC=CCH 2 


Ph 


4-110 


CHjCH(CHa) 


NHOH 


MeC^CCH, 


Ph 


4-111 


C(CHa) 2 CH 2 


NHOH 


MeC=CCH 2 


Ph 


4-112 


CH 2 C(CHs) 2 


NHOH 


MeC=CCH 2 


Ph 


4-113 


CHjOCHj 


NHOH 


MeC=CCH 2 


Ph 


4-114 


CH2SCH2 


NHOH 


MeC=CCH 2 


Ph 


4-115 


CHjNHCHj 


NHOH 


MeC=CCH, 


Ph 


4-116 


CH s O(CH2) 2 


NHOH 


MeC^CCH, 


Ph 


4-117 


CH 3 S(CH») 2 


NHOH 


MeCsCCH, 


Ph 


4-118 


CHtNHCCH,), 


NHOH 


MeCsCCH 2 


Ph 


4-119 


CH 2 N(CH 8 )(CH s ) a 


NHOH 


MeCsCCH 2 


Ph 


4-120 


CH 2 


NHOH 


PhCsCCH 2 


Ph 


4-121 


(CH 2 ) 2 


NHOH 


PhC=CCH 2 


Ph 


4-122 


(CHt)* 


NHOH 


PhCsCCH 2 


Ph 


4-123 


<CH,)« 


NHOH 


PhCsCCHj 


Ph 


4-124 


CH(CH S ) 


NHOH 


PhCsCCH 2 


Ph 
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4-125 


CH(CHj)CH 2 


NHOH 


PhCsCCH 2 


Ph 


4-126 


CHjCHCCHa) 


NHOH 


PhCsCCH, 


Ph 


4-127 


CCCHs^CH, 


NHOH 


PhC=CCH a 


Ph 


4-128 


CHjCCCH,), 


NHOH 


PhCsCCH t 


Ph 


4-129 


CH a OCH, 


NHOH 


PhC=CCH, 


Ph 


4-130 


CH2SCH2 


NHOH 


PhCsCCH s 


Ph 


4-131 


CHjNHCHj 


NHOH 


PhC=CCH 2 


Ph 


4-132 


CH s O(CH^ a 


NHOH 


PhC=CCH 2 


Ph 


4-133 


CH a S(CH,) 2 


NHOH 


PhC=CCH 2 


Ph 


4-134 


CH 2 NH(CHs), 


NHOH 


PhC=CCH 2 


Ph 


4-135 


CH £ N(CH,)(CH,) J 


NHOH 


PhC^CCH, 


Ph 


4-136 


CH, 


NHOH 


Bn 


Ph 


4-137 


(CH,) 2 


NHOH 


Bn 


Ph 


4-138 


(CH^s 


NHOH 


Bn 


Ph 


4-139 


(CH,) 4 


NHOH 


Bn 


Ph 


4-140 


CH(CH.) 


NHOH 


Bn 


Ph 


4-141 


CH(CH 8 )CH, 


NHOH 


Bn 


Ph 


4-142 


CH,CH(CH 8 ) 


NHOH 


Bn 


Ph 


4-143 


C(CHs) s CH s 


NHOH 


Bn 


Ph 


4-144 


CHjC(CH,) 2 


NHOH 


Bn 


Ph 


4-145 


CH 2 OCH 2 


NHOH 


Bn 


Ph 


4-146 


CH2SCH2 


NHOH 


Bn 


Ph 


4-147 


CHjNHCHj 


NHOH 


Bn 


Ph 


4-148 


CH,0(CH 2 ) S 


NHOH 


Bn 


Ph 


4-149 


CH t S(CH,) a 


NHOH 


Bn 


Ph 


4-150 


CH t NH(CH.)t 


NHOH 


Bn 


Ph 
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4-151 


CH t N(CH a )(CH 2 ) 2 


NHOH 


Bn 


Ph 


4-152 


CH 2 


NHOH 


3-(4-Cl-Ph)Pr 


Ph 


4-153 


(CH a ) 2 


NHOH 


3-(4-Cl-Ph)Pr 


Ph 


4-154 


(CH,) 3 


NHOH 


3-(4-Cl-Ph)Pr 


Ph 


4-155 


(CH a ) 4 


NHOH 


3-(4-Cl-Ph)Pr 


Ph 


4-156 


CH(CHa) 


NHOH 


3-(4-Cl-Ph)Pr 


Ph 


4-157 


CH(CHjjCH, 


NHOH 


3-(4-Cl-Ph)Pr 


Ph 


4-158 


CH a CH(CHa) 


NHOH 


3-(4-Cl-Ph)Pr 


Ph 


4-159 


C(CHa) 2 CH a 


NHOH 


3-(4-Cl-Ph)Pr 


Ph 


4-160 


CHjC(GH 8 ) s 


NHOH 


8-(4-Cl-Ph)Pr 


Ph 


4-161 


CH 2 OCH 2 


NHOH 


3-(4-Cl-Ph)Pr 


Ph 


4-162 


CHgS CH2 


NHOH 


3-(4-Cl-Ph)Pr 


Ph 


4-163 


CHjNHCHj 


NHOH 


3-(4-Cl-Ph)Pr 


Ph 


4-164 


CHjOCCHj), 


NHOH 


3-(4-Cl-Ph)Pr 


Ph 


4-165 


CHjSCCH,), 


NHOH 


3-(4-Cl-Ph)Pr 


Ph 


4-166 


CH 2 NH(CHg) 2 


NHOH 


3-(4-Cl-Ph)Pr 


Ph 


4-167 


CH 2 N(CHa)(CH 2 ) 2 


NHOH 


3-(4-Cl-Ph)Pr 


Ph 


4-168 


(CH,), 


OH 


H 


Me 


4-169 


(CH,), 


OH 


Me 


Me 


4-170 


(CH,), 


OH 


CHsCCH, 


Me 


4-171 


(CH,), 


OH 


H 


CF a 


4-172 


(CH,), 


OH 


Me 


CF S 


4-173 


(CH a ) 2 


OH 


CH=CCH, 


CF, 


4-174 


(CH 2 ) 2 


OH 


H 


Bu 


4-175 


(CH,), 


OH 


Me 


Bu 


4-176 


(CH,), 


OH 


CH=CCH, 


Bu 
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4-177 


(CH*), 


OH 


H 


Ph 


4-178 


(CH,), 


OH 


Me 


Ph 


4-179 




OH 


CH=CCH 2 


Ph 


4-180 


(CH*), 


NHOH 


Me 


4-Cl-Ph 


4-181 


(CH,), 


NHOH 


Me 


4-F-Ph 


4-182 


(CH,) S 


NHOH 


Me 


4-MeO-Ph 


4-183 


(CH,)* 


NHOH 


Me 


2,4-diF-Ph 


4-184 


(CHa), 


NHOH 


Me 


4-Py 


4-185 


(CHj), 


NHOH 


CH^CCHj 


4-Cl-Ph 


4-186 


(CH,), 


NHOH 


CHsCCH, 


4-F-Ph 


4-187 


(CH*), 


NHOH 


CH=CCH 2 


4-MeO-Ph 


4-188 


(CHj), 


NHOH 


CH-CCH, 


2,4-diF-Ph 


4-189 


(CHa), 


NHOH 


CHsCCH, 


4-Py 
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r=\ V-NHOH 
R s — O-C }— S0 2 -N— ( 0-5) 



&5 



# % 


A 


R 8 


R 6 


R 6 


6-1 


(CH,), 


Me 


Ph 


S 1 


5-2 


(CH,), 


CHsCCH, 


Ph 


(S 1 


5-3 


(CH,), 


Me 


Ph 


©2 


5-4 


(CH,), 


CHsCCH, 


Ph 


©2 


5-5 


(CH,), 


Me 


Ph 


S3 


5-6 


(CH,), 


CHsCCH, 


Ph 


113 


5-7 


(CH,), 


Me 


Ph 


B4 


5-8 


(CH,), 


CHsCCH, 


Ph 


E4 


5-9 


(CH,), 


Me 


Ph 


15 


5-10 


(CHj), 


CHsCCH, 


Ph 


jt5 


5-11 


(CH,), 


Me 


Ph 


®6 


5-12 


(CH,), 


CH=CCH, 


Ph 


@6 


5-13 


(CH,), 


Me 


Ph 


©7 


5-14 


(CH,), 


CH^CCH, 


Ph 


17 


5-15 


(CH,), 


Me 


Ph 


18 


5-16 


(CH,), 


CHsCCH, 


Ph 


@8 


5-17 


(CH,), 


Me 


Ph 


®9 


5-18 


(CH,), 


CHsCCH, 


Ph 


19 


5-19 


(CH,), 


Me 


Ph 


© 10 


5-20 


(CH,), 


CHsCCH, 


Ph 


it 10 


5-21 


(CH,), 


Me 


Ph 


©11 
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5-22 


(CHs) 2 


CH^CCH, 


Ph 


13 11 


6-23 


(CH,) 2 


Me 


Ph 


it 12 


5-24 


(CH,), 


CH=CCH, 


Ph 


(3 12 


6-25 


(CHj) 2 


Me 


Ph 


d 13 


5-26 


(CHi) t 


CH^CCH, 


Ph 


Wi 13 


6-27 


(CH*), 


Me 


Ph 


m 14 


6-28 


(CH,), 


CH=CCH, 


Ph 


g 14 


6-29 


(CHj) 2 


Me 


Ph 


m. 16 


5-30 


(CH,), 


CHsCCH, 


Ph 


m 15 


5-31 


(CH,), 


Me 


Ph 


n i6 


6-32 


(CH^t 


CH=CCH t 


Ph 


it i6 


5-33 


(CH,), 


Me 


Ph 


It 17 


5-34 


(CHs) 2 


CH=CCH» 


Ph 


It 17 


5-35 


(CHs), 


Me 


Ph 


e is 


5-36 


(CH,), 


CHsCCH, 


Ph 


mis 


6-37 


(CH,), 


Me 


Ph 


m. 19 


5-38 


(CH,), 


CH^CCHt 


Ph 


m 19 


5-39 


(CHs)i 


Me 


Ph 


11 20 


6-40 


(CH,), 


CH=CCH a 


Ph 


W.20 


5-41 


(CH,) t 


Me 


Ph 


g 21 


5-42 


(CH*), 


CH=CCH, 


Ph 


E21 


6-43 


(CHa), 


H 


Me 


m i5 


5-44 


(CH,), 


Me 


Ph 


E22 


6-45 




CH^CCHj 


Ph 


ft 22 


5-46 


(CHj), 


Me 


Ph 


g23 


6-47 


(CH 8 ), 


CH^CCH, 


Ph 


©23 
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5-48 




Me 


Ph 


©24 


5-49 


(CH») 2 


CHsCCH, 


Ph 


El 24 


5-50 


(CH,), 


Me 


Ph 


S25 


5-51 


(CHi), 


CH^CCH, 


Ph 


§25 


5-52 


(CH^ 


Me 


Ph 


[3 26 


5-53 


(CH^, 


CH=CCH, 


Ph 


©26 


5-54 


(CH,), 


Me 


Ph 


S27 


5-55 


(CH^ 


CHsCCH, 


Ph 


fit 27 


5-56 


(CH,), 


Me 


Ph 


[1 28 


5-57 


(CH,) 2 


CH=CCH S 


Ph 


g28 


5-58 


(CHj), 


Me 


Ph 


©29 


5-59 


(OH,), 


CHsCCH, 


Ph 


1129 


5-60 


(CH*), 


Me 


Ph 


@30 


5-61 


(CHj), 


CHsCCH, 


Ph 


{3 30 


5-62 


(CH,), 


Me 


Ph 


ft 81 


5-63 


(CH«) S 


CHsCCH, 


Ph 


S31 


5-64 


<CH 2 ) 2 


Me 


Ph 


©32 


6-65 


(CH») 2 


CHSCCH, 


Ph 


332 


5-66 


(CH,) S 


Me 


Ph 


©33 


5-67 


(CH,),, 


CH=CCHj 


Ph 


@88 


5-68 


(CH„) 2 


Me 


Ph 


©34 


5-69 


(CH,) 2 


CH = CCH 2 


Ph 


©34 


6-70 


(CH^ 


Me 


Ph 


©35 


6-71 


(CHj)* 


CHsCCH, 


Ph 


©35 


5-72 


<CH») t 


Me 


Ph 


©36 


5-73 


<CH 2 ) 2 


CH=CCH 2 


Ph 


©36 



WO 99/51572 



PCT/JP99/01751 



67 



5-74 


(CHj), 


Me 


Ph 


a 37 


5-75 


(CH«) 8 


CHsCCH, 


Ph 


1137 


5-76 




Me 


Ph 


IS 38 


5-77 


(CH^ 


CH=CCH 2 


Ph 


IS 38 


5-78 


(CH*), 


Me 


Ph 


13 39 


5-79 


(CH t ) 2 


CH=CCH 2 


Ph 


13 39 


5-80 


(CHO* 


Me 


Ph 


it 40 


5-81 


(CH*), 


CH=CCH 2 


Ph 


{3 40 


5-82 


(CHJ S 


Me 


Ph 


E 41 


5-83 


(CH^ 


CH=CCH 2 


Ph 


{141 


5-84 


(CH,), 


Me 


Ph 


{142 


5-85 


(CH,), 


CHsCCH, 


Ph 


1142 


5-86 


(CHj) 8 


Me 


Ph 


{143 


5-87 


<CH 2 ) 2 


CH=CCH S 


Ph 


{143 


5-88 




Me 


Ph 


it 44 


5-89 


<CH 2 ) 2 


CH=CCH 2 


Ph 


(144 


5-90 


(CHa) 2 


Me 


Ph 


{145 


5-91 


(CH 2 ) 2 


CH=CCH S 


Ph 


1145 


5-92 


(CH 2 ) 2 


Me 


Ph 


(145 


5-93 


(CH,) 2 


Me 


Ph 


{145 


5-94 




Me 


Ph 


{145 


5-95 


(CHj), 


Me 


Ph 


fg45 


5-96 




Me 


Ph 


IE 45 


5-97 


(CH,), 


Me 


Ph 


1145 


5-98 


(CH 2 ) 2 


Me 


4-Py 


S45 


5-99 


(CH^j 


Me 


3-Cl-Ph 


E 45 
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O 

/=\ V-NHOH 

R 5_ 0 _y \_ S02 . N _v (i^) 



$6 



# % 


R« 


R 8 




6-1 


Me 


CHsCCH 2 


Ph 


6-2 


Et 


CH=CCH 2 


Ph 


6-3 


Pr 


CH=CCH 8 


Ph 


6-4 


i-Pr 


CH=CCH 8 


Ph 


6-5 


Bu 


CH=CCH 2 


Ph 


6-6 


8-Bu 


CH^CCH, 


Ph 


6-7 


i-Bu 


CHsCCH, 


Ph 


6-8 


t-Bu 


CH=CCH 3 


Ph 


6-9 


Bn 


CH=CCH 2 


Ph 


6-10 


PhOCH a - 


CH=CCH 2 


Ph 


6-11 


PhSCH,- 


CH=CCH 2 


Ph 


6-12 


(2-Thie)SCH 2 - 


CHsCCH 2 


Ph 


6-13 


Me 


MeC=CCH 8 


Ph 


6-14 


Et 


MeCsCCH s 


Ph 


6-15 


Pr 


MeCsCCH s 


Ph 


6-16 


i-Pr 


MeCsCCH 8 


Ph 


6-17 


Bu 


MeCsCCH s 


Ph 


6-18 


s-Bu 


MeCsCCHj 


Ph 


6-19 


i-Bu 


MeC=CCH 2 


Ph 


6-20 


t-Bu 


MeCsCCH 2 


Ph 


6-21 


Bn 


MeCsCCH, 


Ph 
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6-22 


PhOCH s - 


MeC^CCH, 


Ph 


6-23 


PhSCH 2 - 


MeC=CCH, 


Ph 


6-24 


(2-Thie)SCH s - 


MeC=CCH s 


Ph 


6-25 


i-Pr 


(4-Cl-Ph)-C=CCH 8 


Me 


6-26 


i-Pr 


(4-Cl-Ph)-C=CCH, 


Ph 


6-27 


Me 


(4-Cl-Ph)-C=CCH t 


Me 
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A" 

&7 



# ^ 


A 


R 1 


R a 


R* 


R 10 


7-1 


CH, 


NHOH 


H 


Me 


H 


7-2 


(CH,), 


NHOH 


H 


Me 


H 


7-8 


(CH,), 


NHOH 


H 


Me 


H 


7-4 


(CH,) 4 


NHOH 


H 


Me 


H 


7-5 


(CH,), 


NHOH 


(4-Cl-Ph)-C=CCH, 


Me 


H 


7-6 


CH 2 S(CH2) £ 


NHOH 


H 


Me 


H 


7-7 


(CH,), 


NHOH 


3-(4-Cl-Ph)Pr 


Me 


H 


7-8 


(CH,), ' 


NHOH 


3-Py-CH, 


Me 


H 


7-9 


CH, 


NHOH 


H 


Ph 


H 


7-10 


(CH,), 


NHOH 


H 


Ph 


H 


7-11 


(CH,), 


NHOH 


H 


Ph 


H 


7-12 


(CH,) 4 


NHOH 


H 


Ph 


H 


7-13 


CH(CH«) 


NHOH 


H 


Ph 


H 


7-14 


CH(CHJCH, 


NHOH 


H 


Ph 


H 


7-15 


CH,CH(CH,) 


NHOH 


H 


Ph 


H 


7-16 


C(CH a ),CH, 


NHOH 


H 


Ph 


H 


7-17 


CH,C(CH»), 


NHOH 


H 


Ph 


H 


7-18 


CH,OCH, 


NHOH 


H 


Ph 


H 


7-19 


CH,SCH, 


NHOH 


H 


Ph 


H 


7-20 


CH,NHCH, 


NHOH 


H 


Ph 


H 
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7-21 


CH 8 0(CH 2 ) 2 


NHOH 


H 


Ph 


H 


7-22 


CH a S(CH2)j 


NHOH 


H 


Ph 


H 


7-23 


CHaNHCCH,), 


NHOH 


H 


Ph 


H 


7-24 


CHaNCCHaKCH,)* 


NHOH 


. H 


Ph 


H 


7-26 


CH 2 


NHOH 


Me 


Ph 


H 


7-26 


(CHi) 2 


NHOH 


Me 


4-Py 


H 


7-27 


(CH,) 8 


NHOH 


Me 


Ph 


H 


7-28 




NHOH 


Me 


Ph 


H 


7-29 


CH<CHs) 


NHOH 


Me 


Ph 


H 


7-30 


CH(CH 3 )CH 2 


NHOH 


Me 


Ph 


H 


7-31 


CH 2 CH(CH 8 ) 


NHOH 


Me 


Ph 


H 


7-32 


C(CH3)jCH2 


NHOH 


Me 


Ph 


H 


7-33 


CH 8 C(CHs) 2 


NHOH 


Me 


Ph 


H 


7-34 


CH 2 0CH 2 


NHOH 


Me 


Ph 


H 


7-35 


CH2SCH2 


NHOH 


Me 


Ph 


H 


7-36 


CH 2 NHCH 2 


NHOH 


Me 


Ph 


H 


7-37 


CHjOCCH^j 


NHOH 


Me 


Ph 


H 


7-38 




NHOH 


Me 


Ph 


H 


7-39 


CH 2 NH(CH 2 ) 2 


NHOH 


Me 


Ph 


H 


7-40 




NHOH 


Me 


Ph 


H 


7-41 


CH 2 


NHOH 


Et 


Ph 


H 


7-42 


(CHs), 


NHOH 


Et 


Ph 


H 


7-43 


(CH^s 


NHOH 


Et 


Ph 


H 


7-44 




NHOH 


Et 


Ph 


H 


7-45 


CH(CHj) 


NHOH 


Et 


Ph 


H 


7-46 


CH(CH„)CH 2 


NHOH 


Et 


Ph 


H 
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7-47 


CH^HCCH,) 


NHOH 


Et 


Ph 


H 


7-48 


C(CHJ t CH, 


NHOH 


Et 


Ph 


H 


7-49 


CH,C(CH,)» 


NHOH 


Et 


Ph 


H 


7-50 


CHjOCH, 


NHOH 


Et 


Ph 


H 


7-51 


CH2SCH2 


NHOH 


Et 


Ph 


H 


7-52 


CH,NHCH 2 


NHOH 


Et 


Ph 


H 


7-53 


CHiCXCH^ 


NHOH 


Et 


Ph 


H 


7-54 




NHOH 


Et 


Ph 


H 


7-56 


CH^HCCH,), 


NHOH 


Et 


Ph 


H 


7-56 


CH^CHjXCHj), 


NHOH 


Et 


Ph 


H 


7-57 


CH» 


NHOH 


Pr 


Ph 


H 


7-58 


(CH,), 


NHOH 


Pr 


Ph 


H 


7-59 


(CHj) 8 


NHOH 


Pr 


Ph 


H 


7-60 


(CH,) 4 


NHOH 


Pr 


Ph 


H 


7-61 


CH(CHa) 


NHOH 


Pr 


Ph 


H 


7-62 


CH(CH,)CH 2 


NHOH 


Pr 


Ph 


H 


7-63 


CH t CH(CH 9 ) 


NHOH 


Pr 


Ph 


H 


7-64 


acumen* 


NHOH 


Pr 


Ph 


H 


7-66 


CHjC^Hs), 


NHOH 


Pr 


Ph 


H 


7-66 


CH 8 OCH 2 


NHOH 


Pr 


Ph 


H 


7-67 


CH2SCH2 


NHOH 


Pr 


Ph 


H 


7-68 


CHjNHCHj 


NHOH 


Pr 


Ph 


H 


7-69 


CH 2 


NHOH 


i-Pr 


Ph 


H 


7-70 


(CHj), 


NHOH 


i-Pr 


Ph 


H 


7-71 


(CH,) 8 


NHOH 


i-Pr 


Ph 


H 


7-72 


(CH,)< 


NHOH 


i-Pr 


Ph 


H 
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7-73 


CH, 


NHOH 


CHj^CHCHj 


Ph 


H 


7-74 


(CH,), 


NHOH 


CHj = CHCH2 


Ph 


H 


7-75 


(CH,) 8 


NHOH 




Ph 


H 


7-76 


(CH,)« 


NHOH 


CH 2 —CH CH 2 


Ph 


H 


7-77 


CH(CHs) 


NHOH 


CH2 = CHCH2 


Ph 


H 


7-78 


CH(CH 9 )CH, 


NHOH 


CH 2 = CHCH2 


Ph 


H 


7-79 


CH,CH(CHa) 


NHOH 


CH2 = CHCH2 


Ph 


H 


7-80 


C(CHa)aCH2 


NHOH 


CH2 = CHCH2 


Ph 


H 


7-81 


CH,C(CH„), 


NHOH 


CH2 = CHCHj 


Ph 


H 


7-82 


CH,OCH, 


NHOH 


CH2 = CHCH2 


Ph 


H 


7-88 


CH2SCH2 


NHOH 


CH2 = CHCH2 


Ph 


H 


7-84 


CH,NHCH, 


NHOH 


CH2 = CHCH2 


Ph 


H 


7-85 


CH 2 0(CH,) 2 


NHOH 


CH2 = CHCH2 


Ph 


H 


7-86 


CH,S(CH^, 


NHOH 


CH2 = CHCH2 


Ph 


H 


7-87 


CH,NH(CH,) 2 


NHOH 


CH2--CHCH2 


Ph 


H 


7-88 


CH,N(CHs)(CH^ a 


NHOH 


CH2—CHCH2 


Ph 


H 


7-89 


CH, 


NHOH 


CH^CCH, 


Ph 


H 


7-90 


(CH,), 


NHOH 


CH=CCH 8 


Ph 


H 


7-91 


(CH,) 8 


NHOH 


CHsCCH, 


Ph 


H 


7-92 


<CH,)< 


NHOH 


CHsCCH, 


Ph 


H 


7-93 


CH(CHa) 


NHOH 


CHsCCH, 


Ph 


H 


7-94 


CH(CH,)CH, 


NHOH 


CH=CCH, 


Ph 


H 


7-95 


CH,CH(CH,) 


NHOH 


CHsCCH, 


Ph 


H 


7-96 


C(CHs),CH, 


NHOH 


CHsCCH, 


Ph 


H 


7-97 


CH,C(CH 3 ), 


NHOH 


CHsCCH, 


Ph 


H 


7-98 


CH,OCH, 


NHOH 


CHsCCH, 


Ph 


H 
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7-99 


CHgSCHg 


NHOH 


CH=CCH 2 


Ph 


H 


7-100 


CH 2 NHCH 2 


NHOH 


CH=CCH 2 


Ph 


H 


7-101 


CHjCKCH*)* 


NHOH 


CHsCCH 2 


Ph 


H 


7-102 




NHOH 


CH=CCH 2 


Ph. 


H 


7-103 


CH 2 NH(CH 2 ) 2 


NHOH 


CHsCCH 2 


Ph 


H 


7-104 


CH 2 N(CH,)(CH S ) 2 


NHOH 


CHsCCHs 


Ph 


H 


7-105 


CH 2 


NHOH 


MeC=CCH 2 


Ph 


H 


7-106 


(CH,) 2 


NHOH 


MeC=CCH 2 


Ph 


H 


7-107 




NHOH 


MeCsCCH 2 


Ph 


H 


7-108 


(CH,), 


NHOH 


MeC=CCH 2 


Ph 


H 


7-109 


CH(CH») 


NHOH 


MeC=CCH 2 


Ph 


H 


7-110 


CH(CH a )CH t 


NHOH 


MeC=CCH 2 


Ph 


H 


7-111 


CH 2 CH(CH 3 ) 


NHOH 


MeC=CCH 2 


Ph 


H 


7-112 


C(CHa) a CH 2 


NHOH 


MeC=CCH 2 


Ph 


H 


7-113 


CHjCtCH^ 


NHOH 


MeC^CCH, 


Ph 


H 


7-114 


CH 2 OCH 2 


NHOH 


MeC=CCH 2 


Ph 


H 


7-115 




NHOH 


MeC=CCH 2 


Ph 


H 


7-116 


CHjNHCH 2 


NHOH 


MeC=CCH 2 


Ph 


H 


7-117 


CH^CH,), 


NHOH 


MeCsCCH, 


. Ph 


H 


7-118 


CH2S(CH2)s 


NHOH 


MeCsCCH 2 


Ph 


H 


7-119 


CHiNH(CHt) t 


NHOH 


MeC=CCH 2 


Ph 


H 


7-120 


CH 2 N(CH,)(CH 2 ) 2 


NHOH 


MeCsCCH a 


Ph 


H 


7-121 


CH 2 


NHOH 


PhCsCCH, 


Ph 


H 


7-122 




NHOH 


PhC=CCH 2 


Ph 


H 


7-123 




NHOH 


PhCsCCH 2 


Ph 


H 


7-124 


(CH 2 ) 4 


NHOH 


PhC=CCH 2 


Ph 


H 
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7-125 


CH(CHa) 


NHOH 


PhCsCCH, 


Ph 


H 


7-126 


CH(CH 8 )CH t 


NHOH 


PhCsCCHj 


Ph 


H 


7-127 


CH 4 CH(CHa) 


NHOH 


. PhC=CCH 2 


Ph 


H 


7-128 


C(CH,) 2 CH 2 


NHOH 


PhC=CCH 2 


Ph 


H 


7-129 




NHOH 


PhC=CCH s 


Ph 


H 


7-130 


CH 2 OCH 8 


NHOH 


PhCsCCH 2 


Ph 


H 


7-131 


CH2SCH2 


NHOH 


PhC-CCHa 


Ph 


H 


7-132 


CH s NHCH a 


NHOH 


PhC=CCH 2 


Ph 


H 


7-133 


CHjOCCHj), 


NHOH 


PhC=CCH a 


Ph 


H 


7-134 


CH$S(CHs)2 


NHOH 


PhCsCCH, 


Ph 


H 


7-135 


CHjNHCCH,), 


NHOH 


PhCsCCH, 


Ph 


H 


7-186 




NHOH 


(4-Cl-Ph)-CsCCH s 


Ph 


H 


7-137 


CH 2 


NHOH 


Bn 


Ph 


H 


7-138 


(CH,), 


NHOH 


Bn 


Ph 


H 


7-139 


(CH,), 


NHOH 


Bn 


Ph 


H 


7-140 


(CH,) 4 


NHOH 


Bn 


Ph 


H 


7-141 


OH(CHj) 


NHOH 


Bn 


Ph 


H 


7-142 


CH(CH 8 )CH 2 


NHOH 


Bn 


Ph 


H 


7-143 


CH 2 CH(CHa) 


NHOH 


Bn 


Ph 


H 


7-144 


CCCHjJjCH, 


NHOH 


Bn 


Ph 


H 


7-145 


CHjC^H,), 


NHOH 


Bn 


Ph 


H 


7-146 


CH 2 OCH 2 


NHOH 


Bn 


Ph 


H 


7-147 


CH^SCHj 


NHOH 


Bn 


Ph 


H 


7-148 


CH 2 NHCH 2 


NHOH 


Bn 


Ph 


H 


7-149 


CH,0(CH,) t 


NHOH 


Bn 


Ph 


H 


7-150 




NHOH 


Bn 


Ph 


H 
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7-161 


CH 2 NH(CH 2 ) 2 


NHOH 


Bn 


Ph 


H 


7-162 


CHjNCCHaXCH,), 


NHOH 


Bn 


Ph 


H 


7-153 


CH 2 


NHOH 


3-(4-Cl-Ph)Pr 


Ph 


H 


7-154 


(CH„) 2 


NHOH 


3-(4-Cl-Ph)Pr 


Ph 


H 


7-155 


(CH*), 


NHOH 


3-(4-Cl-Ph)Pr 


Ph 


H 


7-156 


(0^4 


NHOH 


3-(4-Cl-Ph)Pr 


Ph 


H 


7-157 


CH(CH,) 


NHOH 


3-(4-Cl-Ph)Pr 


Ph 


H 


7-158 


CH(CHa)CH, 


NHOH 


3-(4-Cl-Ph)Pr 


Ph 


H 


7-159 


CH 2 CH(CHa) 


NHOH 


3-(4-Cl-Ph)Pr 


Ph 


H 


7-160 


C(CH,) 2 CH 2 


NHOH 


3-(4-Cl-Ph)Pr 


Ph 


H 


7-161 


CI^CXCHa)^ 


NHOH 


3-(4-Cl-Ph)Pr 


Ph 


H 


7-162 


CH 2 0CH 2 


NHOH 


3-(4-Cl-Ph)Pr 


Ph 


H 


7-163 


CH2SCH2 


NHOH 


3-(4-Cl-Ph)Pr 


Ph 


H 


7-164 


CH 2 NHCH 2 


NHOH 


3-(4-Cl-Ph)Pr 


Ph 


H 


7-165 


CHj.OCCHJj 


NHOH 


3-(4-Cl-Ph)Pr 


Ph 


H 


7-166 


CH 2 S(CH,) 2 


NHOH 


3-(4-Cl-Ph)Pr 


Ph 


H 


7-167 


CHjNKKCHj), 


NHOH 


3-(4-Cl-Ph)Pr 


Ph 


H 


7-168 


CH,N<CH,)<CH,)i 


NHOH 


3-(4-Cl-Ph)Pr 


Ph 


H 


7-169 




OH 


H 


Me 


H 


7-170 


(CH,) 2 


OH 


Me 


Me 


H 


7-171 


(CH 2 ) 2 


OH 


(4-Cl-Ph)-C=CCH 8 


Me 


H 


7-172 


(CH,), 


NHOH 


H 


CF 8 


H 


7-173 


(CH 2 ) 2 


OH 


Me 


CF S 


H 


7-174 


(CH 2 ) 2 


OH 


CHsCCH 2 


CF 3 


H 


7-175 


(CH,), 


OH 


H 


. Bu 


H 


7-176 


(CH,) 2 


OH 


Me 


Bu 


H 
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7-177 


(CH,), 


OH 


CH^CCH, 


Bu 


H 


7-178 


(CH,), 


OH 


H 


Ph 


H 


7-179 


(CH,), 


OH 


Me 


Ph 


H 


7-180 


(CH,), 


OH 


CH=CCH, 


Ph 


H 


7-181 


(CH,), 


NHOH 


Me 


4-Cl-Ph 


H 


7-182 


(CH,), 


NHOH 


Me 


4-F-Ph 


H 


7-183 


(CH,), 


NHOH 


Me 


4-MeO-Ph 


H 


7-184 


(CH,), 


NHOH 


Me 


2,4-diF-Ph 


H 


7-185 


(CH,), 


NHOH 


H 


4-Py 


H 


7-186 


(CH,), 


NHOH 


CHsCCH, 


4-Cl-Ph 


H 


7-187 


(CH,), 


NHOH 


CH^CCH, 


4-P-Ph 


H 


7-188 


(CH,), 


NHOH 


CHsCCH, 


4-MeO-Ph 


H 


7-189 


(CH,), 


NHOH 


CHsCCH, 


2,4-diP-Ph 


H 


7-190 


(CH,), 


NHOH 


CHsCCH, 


4-Py 


H 


7-191 


(CH,), 


OH 


3-Py-CH 2 


Me 


H 


7-192 


(CH,), 


OH 


3-(4-Cl-Ph)Pr 


Me 


H 


7-193 


(CH,), 


NHOH 


Et 


4-Py 


H 


7-194 


(CH,), 


NHOH 


Me 


3-Cl-Ph 


H 


7-195 


(CH,), 


NHOH 


Et 


3-Cl-Ph 


H 


7-196 


(CH,), 


NHOH 


Me 


3-F-Ph 


H 


7-197 


(CH,) 2 


NHOH 


Et 


3-F-Ph 


H 


7-198 


(CH,), 


NHOH 


Me 


3,4-diCl-Ph 


H 


7-199 


(CH,), 


NHOH 


Et 


3,4-diCl-Ph 


H 


7-200 


(CH,), 


NHOH 


Me 


3.4-diF-Ph 


H 


7-201 


(CH,), 


NHOH 


Et 


3,4-diF-Ph 


H 


7-202 


(CH,), 


NHOH 


Me 


3-MeO-Ph 


H 
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7-203 


(CH 2 ) 2 


NHOH 


Et 


3-MeO-Ph 


H 


7-204 


(CH 8 ) 2 


NHOH 


Me 


3-CN-Ph 


H 


7-205 




NHOH 


Et 


3-CN-Ph 


H 


7-206 


(CH 2 ) 2 


NHOH 


CHF 2 


Ph 


H 


7-207 


(CH 2 ) 2 


NHOH 


CF 8 


Ph 


H 


7-208 


(CH^ 


NHOH 


c-Pr 


Ph 


H 


7-209 


(CHO. 


NHOH 


c-Pn 


Ph 


H 


7-210 


(CH,), 


NHOH 


c-Hx 


Ph 


H 


7-211 


C^CH^CH, 


NHOH 


Me 


Ph 


H 


7-212 


(CH,), 


NHOH 


Me 


Ph 


Me 


7-213 


(CH,), 


NHOH 


Me 


Ph 


Et 


7-214 


(CH^ 


NHOH 


Me 


Ph 


Pr 


7-215 




NHOH 


Me 


Ph 


i-Pr 


7-216 


(CHj) 2 


NHOH 


Me 


Ph 


Bu 


7-217 


(CH,) 2 


NHOH 


Me 


3-Cl-Ph 


Me 


7-218 


(OH,), 


NHOH 


Me 


3-F-Ph 


Me 


7-219 


(CH,), 


NHOH 


Me 


4-Cl-Ph 


Me 


7-220 


(CH,), 


NHOH 


Me 


4-F-Ph 


Me 


7-221 


(CH^ 


NHOH 


Et 


Ph 


Me 


7-222 


(CH,), 


OH 


Me 


Ph 


Me 
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R s -o-{~~y-so 2 -N— ( R S 

. A 3 (1-8) 

to* 

^8 





A 


R l 


R 8 


R 6 


R 10 


8-1 


CH a 


NHOH 


H 


Me 


H 


8-2 


(CH,) 2 


NHOH 


H 


Me 


H 


8-3 


(CH«) 8 


NHOH 


H 


Me 


H 


8-4 


(CH,), 


NHOH 


H 


Me 


H 


8-5 


(CH«) 2 


NHOH 


(4-Cl-Ph)-C=CCH 2 


Me 


H 


8-6 


CH 2 S(CH2) 2 


NHOH 


H 


Me 


H 


8-7 


(CH,), 


NHOH 


3-(4-Cl-Ph)Pr 


Me 


H 


8-8 


(CH,), 


NHOH 


8-Py-CH 2 


Me 


H 


8-9 


CH, 


NHOH 


H 


Ph 


H 


8-10 




NHOH 


H 


Ph 


H 


8-11 


(CH,), 


NHOH 


H 


Ph 


H 


8-12 


(CH 2 )< 


NHOH 


H 


Ph 


H 


8-13 


CH(CHs) 


NHOH 


H 


Ph 


H 


8-14 


CH(CH,)CH S 


NHOH 


H 


Ph 


H 


8-15 


CH 2 CH(CH S ) 


NHOH 


H 


Ph 


H 


8-16 


C(CHs)aCH2 


NHOH 


H 


Ph 


H 


8-17 


CH 2 C(CH3) 2 


NHOH 


H 


Ph 


H 


8-18 


CH s OCH 2 


NHOH 


H 


Ph 


H 


8-19 


CHjSCHj 


NHOH 


H 


Ph 


H 


8-20 


CH 2 NHCH 2 


NHOH 


H 


Ph 


H 
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8-21 


CH,0(CHj), 


NHOH 


H 


Ph 


H 


8-22 


CH 2 S(CH,) 2 


NHOH 


H 


Ph 


H 


8-23 


CH^HCCH,), 


NHOH 


H 


Ph 


H 


8-24 


CH !i N(CH 3 )(CH i ) i 


NHOH 


H 


Ph 


H 


8-25 




NHOH 


Me 


Ph 


H 


8-26 


(OH*), 


NHOH 


Me 


4-Py 


H 


8-27 


(CH*), 


NHOH 


Me 


Ph 


H 


8-28 


(CH,), 


NHOH 


Me 


Ph 


H 


8-29 


CH(CH S ) 


NHOH 


Me 


Ph 


H 


8-30 


CH(CH3)CH, 


NHOH 


Me 


Ph 


H 


8-31 


CH 2 CH(CHj) 


NHOH 


Me 


Ph 


H 


8-32 


C(CHs) a CH 2 


NHOH 


Me 


Ph 


H 


8-33 


CH t C(CHs), 


NHOH 


Me 


Ph 


H 


8-34 


CHjOCHj 


NHOH 


Me 


Ph 


H 


8-35 


CH^SCHj 


NHOH 


Me 


Ph 


H 


8-36 


CH 2 NHCH 2 


NHOH 


Me 


Ph 


H 


8-37 


CH s O(CHj), 


NHOH 


Me 


Ph 


H 


8-38 


CHjSCCHOi 


NHOH 


Me 


Ph 


H 


8-39 


CHjNHCCH^j 


NHOH 


Me 


Ph 


H 


8-40 


CHjNCCHaXCHj), 


NHOH 


Me 


Ph 


H 


8-41 


CH t 


NHOH 


Et 


Ph 


H 


8-42 


(CHj) 2 


NHOH 


Et 


Ph 


H 


8-43 




NHOH 


Et 


Ph 


H 


8-44 




NHOH 


Et 


Ph 


H 


8-45 


CH(CH») 


NHOH 


Et 


Ph 


H 


8-46 


CH(CHa)CH, 


NHOH 


Et 


Ph 


H 
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8-47 


CHjCHCCHs) 


NHOH 


Et 


Ph 


H 


8-48 


C(CH a ) I CH 1 


NHOH 


Et 


Ph 


H 


8-49 


CH S C(CH„), 


NHOH 


Et 


Ph 


H 


8-50 


CH 2 OCH 2 


NHOH 


Et 


Ph 


H 


8-51 


CHgSCHg 


NHOH 


Et 


Ph 


H 


8-52 


CH $ NHCH S 


NHOH 


Et 


Ph 


H 


8-53 


CHtCKCH,), 


NHOH 


Et 


Ph 


H 


8-54 


CHjSCCH,), 


NHOH 


Et 


Ph 


H 


8-55 


CHjNHCCH^j 


NHOH 


Et 


Ph 


H 


8-56 


CHjNCCHOCCHj), 


NHOH 


Et 


Ph 


H 


8-57 


CH, 


NHOH 


Pr 


Ph 


H 


8-68 


(CH,), 


NHOH 


Pr 


Ph 


H 


8-59 


(CHjOs 


NHOH 


Pr 


Ph 


H 


8-60 


(CH*), 


NHOH 


Pr 


Ph 


H 


8-61 


CH(CHs) 


NHOH 


Pr 


Ph 


H 


8-62 


GH(CHa)CH, 


NHOH 


Pr 


Ph 


H 


8-63 


CH t CH(CH,) 


NHOH 


Pr 


Ph 


H 


8-64 


C(CHa),CH 8 


NHOH 


Pr 


Ph 


H 


8-65 


CH,C(CH 8 ) 2 


NHOH 


Pr 


Ph 


H 


8-66 


CHjOCH, 


NHOH 


Pr 


Ph 


H 


8-67 


CH2SCH2 


NHOH 


Pr 


Ph 


H 


8-68 


C^NHCH, 


NHOH 


Pr 


Ph 


H 


8-69 


CH 2 


NHOH 


i-Pr 


Ph 


H 


8-70 


(CH*)* 


NHOH 


i-Pr 


Ph 


H 


8-71 




NHOH 


i-Pr 


Ph 


H 


8-72 


(CH*), 


NHOH 


i-Pr 


Ph 


H 
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8-73 


CH« 


NHOH 


CHj^CHCHj 


Ph 


H 


8-74 




NHOH 




Ph 


H 


8-75 


(CH,) S 


NHOH 


CH2 = CHCH2 


Ph 


H 


8-76 


(CHJ< 


NHOH 


CHj = CHCH2 


Ph 


H 


8-77 


CH(CHa) 


NHOH 


CH2 = CHCH2 


Ph 


H 


8-78 


CH(CHa)CH 2 


NHOH 


CH2 = CHCH2 


Ph 


H 


8-79 


CH s CH(CHs) 


NHOH 


CH2 = CHCHj 


Ph 


H 


8-80 


C(CHa)2CHj 


NHOH 


CH2 = CHCH2 


Ph 


H 


8-81 


CHjC^Ha), 


NHOH 


CH2 = CHCH2 


Ph 


H 


8-82. 


CH,OCHj 


NHOH 


CH2 =; CHCH2 


Ph 


H 


8-83 


CHgSCH 2 


NHOH 


CHa = CHCH2 




H 


8-84 


CH 2 NHCH 2 


NHOH 


CH2—CHCH2 


Ph 


H 


. 8-85 


CHjOCCHj,), 


NHOH 


CH2 = CHCH2 


Ph 


H 


8-86 


CH»S(CH,), 


NHOH 




Ph 


H 


8-87 


CHjNH(CHg), 


NHOH 


CH2 = CHCH2 


Ph 


H 


8-88 


CHjNCCHjXCH,), 


NHOH 


CH2--CHCH2 


Ph 


H 


8-89 


CH 2 


NHOH 


CH=CCH 2 


Ph 


H 


8-90 


(CH*) 2 


NHOH 


CH=CCH 2 


Ph 


H 


8-91 


(CH») S 


NHOH 


CH=CCH 2 


Ph. 


H 


8-92 


(CH 2 ) 4 


NHOH 


CH=CCH t 


Ph 


H 


8-93 


CH(CH,) 


NHOH 


CH=CCH 2 


Ph 


H 


8-94 


CH(CH 8 )CH 2 


NHOH 


CH=CCH E 


Ph 


H 


8-95 


CH 8 CH(CH8) 


NHOH 


CH=CCH S 


Ph 


H 


8-96 


C^CH^CH, 


NHOH 


CHsCCH 2 


Ph 


H 


8-97 


CH 2 C(CHj) t 


NHOH 


CHsCCH 2 


Ph 


H 


8-98 


CH 2 OCH 2 


NHOH 


CH=CCH 2 


Ph 


H 
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8-99 


CH 2 SCH 2 


NHOH 


CH=CCH 2 


Ph 


H 


8-100 


CH 2 NHCH 2 


NHOH 


CH=CCH 2 


Ph 


H 


8-101 


CH 2 0(CH 2 ) 2 


NHOH 


CH=CCH S 


Ph 


H 


8-102 


CH 2 S(CH 2 ) 2 


NHOH 


CHsCCH 2 


Ph 


H 


8-103 


CH 2 NH(CH 2 ) 2 


NHOH 


CH=CCH g 


Ph 


H 


8-104 


CHjNCCHaXCHj), 


NHOH 


CH=CCH 2 


Ph 


H 


8-105 


CH 2 


NHOH 


MeCsCCH 8 


Ph 


H 


8-106 


(CH,), 


NHOH 


MeC=CCH 2 


Ph 


H 


8-107 


(CH,), 


NHOH 


MeCsCCH 2 


Ph 


H 


8-108 


<CH 2 ), 


NHOH 


MeC=CCH 2 


Ph 


H 


8-109 


CH(CH,) 


NHOH 


MeC=CCH 2 


Ph 


H 


8-110 


CH(CHs)CH 2 


NHOH 


MeC=CCH s 


Ph 


H 


8-111 


CH 2 CH(CHj) 


NHOH 


MeCsCCH a 


Ph 


H 


8-112 


C(CHa)»CH 2 


NHOH 


MeCsCCH, 


Ph 


H 


8-113 


CH 2 C(CH,) 2 


NHOH 


MeC=CCH s 


Ph 


H 


8-114 


CH a OCH 2 


NHOH 


MeC=CCH 2 


Ph 


H 


8-115 


CHjSCHg 


NHOH 


MeC=CCH 2 


Ph 


H 


8-116 


CHjNHCHj 


NHOH 


MeCsCCH, 


Ph 


H 


8-117 


CHjOCCHjJi 


NHOH 


MeC=CCH 2 


Ph 


H 


8-118 


CH,S(CHj) 2 


NHOH 


MeCsCCH, 


Ph 


H 


8-119 


CH 2 NH(CH 2 ) 2 


NHOH 


MeCsCCHj 


Ph 


H 


8-120 


CHiNCCHaXCHjJj 


NHOH 


MeCsCCH, 


Ph 


H 


8-121 


CH 2 


NHOH 


PhC=CCH 2 


Ph 


H 


8-122 


(CHi), 


NHOH 


PhC=CCH 2 


Ph 


H 


8-123 


(CH,), 


NHOH 


PhC=CCH 2 


Ph 


H 


8-124 


(CH 2 ) 4 


NHOH 


PhC=CCH s 




H 
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8-125 


CH(CH,) 


NHOH 


PhCsCCH 8 


Ph 


H 


8-126 


CH(CH S )CH, 


NHOH 


PhC^CCH, 


Ph 


H 


8-127 


CHjCHCCHa) 


NHOH 


PhOCCH, 


Ph 


H 


8-128 


C(CH«) a CH s 


NHOH 


PhOCCH, 


Ph 


H 


8-129 


CHjCCCH,), 


NHOH 


PhC=CCH 8 


Ph 


H 


8-130 


CH 8 OCH, 


NHOH 


PhCsCCH 2 


Ph 


H 


8-131 


CHjSCH, 


NHOH 


PhC=CCH 2 


Ph 


H 


8-132 


CHjNHCHj 


NHOH 


PhCsCCHj, 


Ph 


H 


8-133 


CH 8 0(CH,), 


NHOH 


PhC=CCH 2 


Ph 


H 


8-134 


CHjSCCH,), 


NHOH 


PhC=CCH 2 


Ph 


H 


8-135 


CHaNIKCHj), 


NHOH 


PhC=CCH 8 


Ph 


H 


8-136 


(CH*), 


NHOH 


<4-Cl-Ph)-C=CCH a 


Ph 


H 


8-137 




NHOH 


Bn 


Ph 


H 


8-138 


(CH,), 


NHOH 


Bn 


Ph 


H 


8-139 


(CH*), 


NHOH 


Bn 


Ph 


H 


8-140 


(CH,) 4 


NHOH 


Bn 


Ph 


H 


8-141 


CH(CHa) 


NHOH 


Bn 


Ph 


H 


8-142 


CH(CH 8 )CH S 


NHOH 


Bn 


Ph 


H 


8-143 


CH,CH(CH,) 


NHOH 


Bn 


Ph 


H 


8-144 


C(CHa)jCH t 


NHOH 


Bn 


Ph 


H 


8-145 


CH t C(CH3) 8 


NHOH 


Bn 


Ph 


H 


8-146 


CH 8 OCH 2 


NHOH 


Bn 


Ph 


H 


8-147 


CHgSCHg 


NHOH 


Bn 


Ph 


H 


8-148 


CH 2 NHCH 2 


NHOH 


Bn 


Ph 


H 


8-149 


CH 2 0(CHi)» 


NHOH 


Bn 


Ph 


H 


8-160 


CH 2 S(CH 2 ) 2 


NHOH 


Bn 


Ph 


H 
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8-151 


CH 2 NH(CH 2 ) 2 


NHOH 


Bn 


Ph 


H 


8-152 


CH 2 N(CH 3 )(CH 2 ) 2 


NHOH 


Bn 


Ph 


H 


8-153 


CH 2 


NHOH 


3-(4-Cl-Ph)Pr 


Ph 


H 


8-154 


(CH 2 ) 2 


NHOH 


8-(4-Ci-Ph)Pr 


Ph 


H 


8-155 


(CH*) 8 


NHOH 


3-(4-Cl-Ph)Pr 


Ph 


H 


8-156 




NHOH 


3-(4.Cl-Ph)Pr 


Ph 


H 


8-157 


CH(CH^ 


NHOH 


3-(4-Cl-Ph)Pr 


Ph 


H 


8-158 


CH(CH,)CH 2 


NHOH 


3-(4-Cl-Ph)Pr 


Ph 


H 


8-169 


CHjCH(CHa) 


NHOH 


3-(4-Cl-Ph)Pr 


Ph 


H 


8-160 


C(CHa)fiCHs 


NHOH 


3-(4-Cl-Ph)Pr 


Ph 


H 


8-161 


CHjCCCH,),, 


NHOH 


3-(4-Cl-Ph)Pr 


Ph 


H 


8-162 


CH 2 OCH 2 


NHOH 


8-(4-Cl-Ph)Pr 


Ph 


H 


8-163 


CH2SCH2 


NHOH 


3-(4-Cl-Ph)Pr 


Ph 


H 


8-164 


CH 2 NHCH 2 


NHOH 


3-(4-Cl-Ph)Pr 


Ph 


H 


8-165 


CH,0(CH s )» 


NHOH 


3-(4-Cl-Ph)Pr 


Ph 


H 


8-166 




NHOH 


3-(4-Cl-Ph)Pr 


Ph 


H 


8-167 


CHjNI^CHj), 


NHOH 


3-(4-Cl-Ph)Pr 


Ph 


H 


8-168 


CH 2 N(CH 8 )(CH 2 ) 2 


NHOH 


3-(4-Cl-Ph)Pr 


Ph 


H 


8-169 


(CHt), 


OH 


H 


Me 


H 


8-170 


(CH 2 ) t 


OH 


Me 


Me 


H 


8-171 


(CHi) 2 


OH 


(4-Cl-Ph)-C-CCH 2 


Me 


H 


8-172 


(CH a ) 2 


NHOH 


H 


CF 8 


H 


8-173 


(CH 2 ) 2 


OH 


Me 


CF S 


H 


8-174 


(CH,), 


OH 


CH=CCH 2 


CF 3 


H 


8-175 


(CHj), 


OH 


H 


Bu 


H 


8-176 


(CH 2 ) 2 


OH 


Me 


Bu 


H 
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8-177 


(CH,) 2 


OH 


CH=CCH 2 


Bu 


H 


8-178 


(CH,) 2 


OH 


H 


Ph 


H 


8-179 


(CH«) 2 


OH 


Me 


Ph 


H 


8-180 


(CH,) 2 


OH 


CH^CCH, 


Ph 


H 


8-181 


(CH 2 ) 2 


NHOH 


Me 


4-Cl-Ph 


H 


8-182 


(CH,), 


NHOH 


Me 


4-F-Ph 


H 


8-188 


(CH,), 


NHOH 


Me 


4-MeO-Ph 


H 


8-184 


(CH^ 


NHOH 


Me 


2,4-diF-Ph 


H 


8-185 


(CH*), 


NHOH 


H 


4-Py 


H 


8-186 


(CH,) 2 


NHOH 


CHsCCH, 


4-Cl-Ph 


H 


8-187 


(CH,), 


NHOH 


CH=CCH 2 


4-F-Ph 


H 


8-188 


(CHj), 


NHOH 


CH=CCH 2 


4-MeO-Ph 


H 


8-189 


(CH,), 


NHOH 


CH=CCH 8 


2,4-diF-Ph 


H 


8-190 


(CHt), 


NHOH 


CH=CCH 8 


4-Py 


H 


8-191 


. (CH*), 


OH 


3-PyCH 2 


Me 


H 


8-192 


(CH 2 ) 2 


OH 


3-(4.Cl-Ph)Pr 


Me 


H 


8-193 


(CH,), 


NHOH 


Et 


4-Py 


H 


8-194 


(CH 2 ) 2 


NHOH 


Me 


3-Cl-Ph 


H 


8-195 


(CHj), 


NHOH 


Et 


3-Cl-Ph 


H 


8-196 


(CH,), 


NHOH 


Me 


3-F-Ph 


H 


8-197 


(CH,). 


NHOH 


Et 


3-F.Ph 


H 


8-198 


(CHj), 


NHOH 


Me 


3,4-diCl-Ph 


H 


8-199 


(CH,), 


NHOH 


Et 


3,4-diCl-Ph 


H 


8-200 


(CH,), 


NHOH 


Me 


3,4-diF-Ph 


H 


8-201 


(CH») 2 


NHOH 


Et 


3,4-diF-Ph 


H 


8-202 


(CH,), 


NHOH 


Me 


3-MeO-Ph 


H 
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8-203 


(CH,) 2 


NHOH 


Et 


3-MeO-Ph 


H 


8-204 


(CH,), 


NHOH 


Me 


3-CN-Ph 


H 


8-205 


(CH,), 


NHOH 


Et 


3-CN-Ph 


H 


8-206 


(CH 1 ) i 


NHOH 


CHF, 


Ph 


H 


8-207 


(CH,) 2 


NHOH 


CF S 


Ph 


H 


8-208 


(CHOe 


NHOH 


c-Pr 


Ph 


H 


8-209 


(CH,) 2 


NHOH 


c-Pn 


Ph 


H 


8-210 


(CH,)* . 


NHOH 


c-Hx 


Ph 


H 


8-211 


C(CHa) s CH s 


NHOH 


Me 


Ph 


H 


8-212 




NHOH 


Me 


Ph 


Me 


8-213 




NHOH 


Me 


Ph 


Et 


8-214 


(CH,), 


NHOH 


Me 


Ph 


Pr 


8-215 


(CH,), 


NHOH 


Me 


Ph 


i-Pr 


8-216 


(CH,), 


NHOH 


Me 


Ph 


Bu 


8-217 


(CH,), 


NHOH 


Me 


3-Cl-Ph 


Me 


8-218 


(CH,), 


NHOH 


Me 


3-F-Ph 


Me 


8-219 


(CH,)* 


NHOH 


Me 


4-Cl-Ph 


Me 


8-220 


<CH») 2 


NHOH 


Me 


4-F-Ph 


Me 


8-221 


(CH,), 


NHOH 


Et 


Ph 


Me 
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O ^ 

R« 

2?9 



* 3- 


A 


R« 




R 6 


R 7 


R e 


R 10 


9-1 


(CH,), 


NHOH 


Me 


Ph 


H 


N0 2 


H 


9-2 


(CH*), 


NHOH 


Me 


Ph 


H 


CN 


H 


9-3 


(CH,) t 


NHOH 


Me 


Ph 


H 


CHFj 


H 


9-4 


(CHJ, 


NHOH 


Me 


Ph 


H 


SMe 


H 


9-5 


(CUt> t 


NHOH 


Me 


Ph 


H. 


S(0)Me 


H 


9-6 


(CH,), 


NHOH 


Me 


Ph 


H 


S0 2 Me 


H 


9-7 


(CH,), 


NHOH 


Me 


Ph 


H 


OCF 8 


H 


9-8 


(CH,), 


NHOH 


Me 


Ph 


H 


OCHF, 


H 


9-9 


(CH,), 


NHOH 


Me 


Ph 


H 


F 


H 


9-10 


(CH,), 


NHOH 


Me 


Ph 


H 


C0 2 Et 


H 


9-11 


(CH,) t 


NHOH 


Me 


Ph 


F 


F 


H 


9-12 


(CH,), 


NHOH 


Me 


Ph 


F 


CI 


H 


9-13 


(CH t ) 2 


NHOH 


Me 


Ph 


F 


CF 8 


H 


9-14 


(CH,) 2 


NHOH 


Me 


Ph 


CI 


F 


H 


9-15 


(CHj), 


NHOH 


Me 


Ph 


CI 


CI 


H 


9-16 


(CHi), 


NHOH 


Me 


Ph 


CI 


CF 3 


H 


9-17 


(CH,), 


NHOH 


Me 


Ph 


Me 


F 


H 


9-18 


<CH») 2 


NHOH 


Me 


Ph 


Me 


CI 


H 


9-19 


<CH 2 ) 2 


NHOH 


Me 


Ph 


Me 


CF S 


H 


9-20 


(CH,), 


NHOH 


Me 


4-F-Ph 


H 


N0 2 


H 
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9-21 


(CH^ 


NHOH 


Me 


4-F-Ph 


H 


CN 


H 


9-22 


(CH,), 


NHOH 


Me 


4-F-Ph 


H 


CHF 2 


H 


9-23 


(CH*) S 


NHOH 


Me 


4-F-Ph 


H 


SMe 


H 


9-24 


(CHj) 2 


NHOH 


Me 


4-F-Ph 


H 


S(0)Me 


H 


9-25 


(CH*), 


NHOH 


Me 


4-F-Ph 


H 


SO t Me 


H 


9-26 


(CH 2 ), 


NHOH 


Me 


4-F-Ph 


H 


OCF 8 


H 


9-27 


(CHO, 


NHOH 


Me 


4-F-Ph 


H 


OCHF, 


H 


9-28 


<CH»), 


NHOH 


Me 


4-F-Ph 


H 


F 


H 


9-29 


(CH»), 


NHOH 


Me 


4-F-Ph 


H 


COjEt 


H 


9-30 


(CHj), 


NHOH 


Me 


4-F-Ph 


F 




H 


9-31 


(CH») t 


NHOH 


Me 


4-F-Ph 


F 


CI 


H 


9-32 


(CH,) 8 


NHOH 


Me 


4-F-Ph 


F 


CF 8 


H 


9-83 


(CHj)* 


NHOH 


Me 


4-F-Ph 


CI 


F 


H 


9-34 


(CH,), 


NHOH 


Me 


4-F-Ph 


CI 


CI 


H 


9-35 


(CH 2 ) 8 


NHOH 


Me 


4-F-Ph 


CI 


CF, 


H 


9-36 


(CHa) 8 


NHOH 


Me 


4-F-Ph 


Me 


. F 


H 


9-37 


(CHj), 


NHOH 


Me 


4-F-Ph 


Me 


CI 


H 


9-38 


(CH,), 


NHOH 


Me 


4-F-Ph 


Me 


CF 8 


H 


9-39 


(CH*), 


NHOH 


Me 


4-Cl-Ph 


H 


NOj 


H 


9-40 


(CH*),, 


NHOH 


Me 


4-Cl-Ph 


H 


CN 


H 


9-41 


(CHj) s 


NHOH 


Me 


4-Cl-Ph 


H 


CHF 3 


H 


9-42 


(CH I ) 2 


NHOH 


Me 


4-Cl-Ph 


H 


SMe 


H 


9-43 


(CH,), 


NHOH 


Me 


4-Cl-Ph 


H 


. S(0)Me 


H 


9-44 


(CH^ 


NHOH 


Me 


4-Cl-Ph 


H 


S0 2 Me 


H 


9-45 




NHOH 


Me 


4-Cl-Ph 


H 


OCF a 


H 


9-46 


(CH,)* 


NHOH 


Me 


4-Cl-Ph 


H 


OCHF, 


H 
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947 




NHOH 


Me 


4-Cl-Ph 


H 


F 


H 


9-48 


(CH,) 2 


NHOH 


Me 


4-Cl-Ph 


H 


C0 2 Et 


H 


9-49 


(CH 2 ) 2 


NHOH 


Me 


4-Cl-Ph 


F 


F 


H 


9-50 


(CH 2 ) 2 


NHOH 


Me 


4-Cl-Ph 


F 


CI 


H 


9-51 


(CH S ) 2 


NHOH 


Me 


4-Cl-Ph 


F 


CF S 


H 


9-52 


(CHa), 


NHOH 


Me 


4-Cl-Ph 


CI 


F 


H 


9-53 


(CH») 2 


NHOH 


Me 


4-Cl-Ph 


CI 


CI 


H 


9-54 


(CH^j 


NHOH 


Me 


4-Cl-Ph 


CI 


CF 8 


H 


9-55 


(CHj), 


NHOH 


Me 


4-Cl-Ph 


Me 


F 


H 


9-56 


(CU^ 


NHOH 


Me 


4-Cl-Ph 


Me 


CI 


H 


9-57 


(CH,), 


NHOH 


Me 


4-Cl-Ph. 


Me 


CF 3 


H 


9-58 


<CH 2 ) 2 


NHOH 


Me 


3-F-Ph 


H 


N0 2 


H 


9-59 


(CH,), 


NHOH 


Me 


3-F-Ph 


H 


CN 


H 


9-60 


(CH*), 


NHOH 


Me 


3-F-Ph 


H 


CHF 2 


H 


9-61 


<CH») 2 


NHOH 


Me 


3-F-Ph 


H 


SMe 


H 


9-62 


(CH,), 


NHOH 


Me 


3-F-Ph 


H 


S(0)Me 


H 


9-63 


(CH 2 ) 2 


NHOH 


Me 


3-F-Ph 


H 


S0 2 Me 


H 


9-64 


(CH,), 


NHOH 


Me 


3-F-Ph 


H 


OCF, 


H 


9-65 


(CH,), 


NHOH 


Me 


3-F-Ph 


H 


OCHF 2 


H 


9-66 


(CH,), 


NHOH 


Me 


3-F-Ph 


H 


F 


H 


9-67 


(CH 2 ) 2 


NHOH 


Me 


3-F-Ph 


H 


C0 2 Et 


H 


9-68 


(CH 2 ) S 


NHOH 


Me 


3-F-Ph 


F 


F 


H 


9-69 


(CH,) 2 


NHOH 


Me 


3-F-Ph 


F 


CI 


H 


9-70 


(CH,), 


NHOH 


Me 


3-F-Ph 


F 


CF S 


H 


9-71 


(CH,), 


NHOH 


Me 


3-F-Ph 


CI 


F 


H 


9-72 




NHOH 


Me 


3-F-Ph 


CI 


CI 


H 
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9-73 


(CH*)* 


NHOH 


Me 


3-F-Ph 


CI 


CF 8 


H 


9-74 


(CH 8 ), 


NHOH 


Me 


3-F-Ph 


Me 


F 


H 


9-75 


(CH^ 


NHOH 


Me 


3-F-Ph 


Me 


CI 


H 


9-76 


(CHj), 


NHOH 


Me 


3-F-Ph 


Me 


CF S . 


H 


9-77 


(CH a ), 


NHOH 


Me 


3-Cl-Ph 


H 


NO, 


H 


9-78 


(CH,), 


NHOH 


Me 


3-Cl-Ph 


H 


CN 


H 


9-79 


(CH S ) S 


NHOH 


Me 


3-Cl-Ph 


H 


CHFj 


H 


9-80 


(CH,), 


NHOH 


Me 


3-Cl-Ph 


H 


SMe 


H 


9-81 


(CH^ 


NHOH 


Me 


3-Cl-Ph 


H 


S(0)Me 


H 


9-82 


(CHi), 


NHOH 


Me 


3-Cl-Ph 


H 


SO,Me 


H 


9-83 


(CH3) a 


NHOH 


Me 


3-Cl-Ph 


H 


OCF, 


H 


9-84 


(CH,), 


NHOH 


Me 


3-Cl-Ph 


H 


OCHF, 


H 


9-85 


(CH 2 ), 


NHOH 


Me 


3-Cl-Ph 


H 


F 


H 


9-86 


(CH,) 2 


NHOH 


Me 


3-Cl-Ph 


H 


CO s Et 


H 


9-87 


(CHi). 


NHOH 


Me 


3-Cl-Ph 


F 


F 


H 


9*88 


(CH*), 


NHOH 


Me 


3-Cl-Ph 


F 


CI 


H 


9-89 


(CHj), 


NHOH 


Me 


3-Cl-Ph 


F 


CF a 


H 


9-90 


(CHj) s 


NHOH 


Me 


3-Cl-Ph 


CI 


F 


H 


9-91 


(CHj) 2 


NHOH 


Me 


3-Cl-Ph 


CI 


CI 


H 


9-92 


(CH J ) i 


NHOH 


Me 


3-CI-Ph 


CI 


CF 8 


H 


9-93 


(CH,) 2 


NHOH 


Me 


3-Cl-Ph 


Me 


F 


H 


9-94 


(CH,), 


NHOH 


Me 


3-Cl-Ph 


Me 


CI 


H 


9-95 


(CHj) 2 


NHOH 


Me 


3-Cl-Ph 


Me 


CF 8 


H 


9-96 


(CH^ 


NHOH 


Me 


4-Py 


H 


NO, 


H 


9-97 


(CH«) 8 


NHOH 


Me 


4-Py 


H 


CN 


H 


9-98 


(CH^ 


NHOH 


Me 


4-Py 


H 


CHFj 


H 



WO 99/51572 



PCT/JP99/0175I 



92 



9-99 


(CH,), 


NHOH 


Me 


4-Py 


H 


SMe 


H 


9*100 


(CH,), 


NHOH 


Me 


4-Py 


H 


S(0)Me 


H 


9-101 


(CH,) 2 


NHOH 


Me 


4-Py 


H 


S0 2 Me 


H 


9-102 


(CH,)* 


NHOH 


Me 


4-Py 


H 


OCF, 


H 


9-103 


(CH,), 


NHOH 


Me 


4-Py 


H 


OCHFj 


H 


9-104 


(CH^ 


NHOH 


Me 


4-Py 


H 


F 


H 


9-105 


(CH*), 


NHOH 


Me 


4-Py 


H 


CO a Et 


H 


9-106 


(CH^j 


NHOH 


Me 


4-Py 


F 


F 


H 


9-107 


(CH,), 


NHOH 


Me 


4-Py 


F 


CI 


H 


9-108 


(CH») 2 


NHOH 


Me 


4rPy 


F 


CF, 


H 


9-109 


(CH,), 


NHOH 


Me 


4-Py 


CI 


F 


H 


9-110 


(CH,) 2 


NHOH 


Me 


4-Py 


CI 


CI 


H 


9-111 


(CH,), 


NHOH 


Me 


4-Py 


CI 


CF 9 


H 


9-112 


(CH,), 


NHOH 


Me 


4-Py 


Me 


F 


H 


9-113 


(CH,), 


NHOH 


Me 


4-Py 


Me 


CI 


H 


9-114 


(CH,) 8 


NHOH 


Me 


4-Py 


Me 


CF 4 


H 


9-115 


(CH«) S 


NHOH 


Et 


Ph 


H 


NO, 


H 


9-116 


(CH,) 2 


NHOH 


Et 


Ph 


H 


CN 


H 


9-117 


(CH,), 


NHOH 


Et 


Ph 


H 


CHFj 


H 


9-118 


(CH,) 2 


NHOH 


Et 


Ph 


H 


SMe 


H 


9-119 


(CH,), 


NHOH 


Et 


Ph 


H 


S(0)Me 


H 


9-120 


(CH^ 


NHOH 


Et 


Ph 


H 


S0 2 Me 


H 


9-121 


(CH,)* 


NHOH 


Et 


Ph 


H 


OCF3 


H 


9-122 


(CH,), 


NHOH 


Et 


Ph 


H 


OCHFj 


H 


9-123 


(CH,), 


NHOH 


Et 


Ph 


H 


F 


H 


9-124 


(CHt), 


NHOH 


Et 


Ph 


H 


COjEt 


H 
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9-125 


(CH,) S 


NHOH 


Et 


Ph 


F 


F 


H 


9-126 


(CH«) 2 


NHOH 


Et 


Ph 


F 


CI 


H 


9-127 




NHOH 


Et 


Ph 


F 


CF S 


H 


9*128 


(CH,), 


NHOH 


Et 


Ph 


CI 


F 


H 


9-129 




NHOH 


Et 


Ph 


CI 


CI 


H 


9-130 




NHOH 


Et 


Ph 


CI 


CF, 


H 


9-131 


(CH,), 


NHOH 


Et 


Ph 


Me 


F 


H 


9-132 


(CH,) 2 


NHOH 


Et 


Ph 


Me 


CI 


H 


9-133 


(CH,) t 


NHOH 


Et 


Ph 


Me 


CF 8 


H 


9-134 


(CH,), 


NHOH 


Me 


Ph 


H 


N0 2 


Me 


9-135 


(CHJ, 


NHOH 


Me 


Ph 


H 


CN 


Me 


9-136 


<CH,) 2 


NHOH 


Me 


Ph 


H 


CHF 2 


Me 


9-137 


(CH») 2 


NHOH 


Me 


Ph 


H 


SMe 


Me 


9-138 


(CH,), 


NHOH 


Me 


Ph 


H 


S(0)Me 


Me 


9-139 


(CHJ t 


NHOH 


Me 


Ph 


H 


S0 2 Me 


Me 


9-140 


(CH») 2 


NHOH 


Me 


Ph 


H 


OCF s 


Me 


9-141 


<CH,) 2 


NHOH 


Me 


Ph 


H 


OCHF 2 


Me 


9-142 




NHOH 


Me 


Ph 


H 


F 


Me 


9-143 


(CH,), 


NHOH 


Me 


Ph 


H 


CO,Et 


Me 


9-144 
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ifa^ # mttik&to t btte, 0»J?Nk£4&## 1-1^11-4 <Dit&<&. 
0y*<fc&&## 1 - 8 7bm 1 - 1 1 0) fl^fe, flKfcg-*** l - 2 4 755 1 - 2 
7 0iJnMk£&#3- 1-40M1-43 <n\k&®, Ww{k&Vi>8% l - 

5 QJbm 1 -5 9(D-fb-a-%i!l, 0U^k^^#^-l -6 8M1 -7 5<*Mk-g-&. 0»i^ 

1-88M1-91 <Dik&®. mmk^rn^- 1 - 1 o a 1 - 1 

0 7 <Dik&%). w&to&nin 1-121 <Dit^m. mmt&®&%- 1-137© 

mmt&vom^ 1-153 <o{t^«n. wmk&tfy&%- 1 - 1 8 0 1 - 

1 8 9 0>fl;3>fBK 

0fl7fjfc£-&#^§- 2 - 1 nm. 2 - 4 w^k-a-^-s- 2-8 7515 2 - 1 1 © 

ikSt®, Wmt&to& J $ 2-24 75M 2-27 ©fls^* 0d*fk3-&#4§- 2-40 
75S2-4 30Mk£^ 0iJ^^#-g-2-5 67iM2-5 9©fli^» fiai^-g- 
4&##2-6 8 7!^2-7 5<Dfc£-«K 0IJ^tI^#^-2-8 875M2-9 1 *Mk 
£"&x mwik&to#% 2- 1 0 4 7JM 2-107 0><fk£^ 2-1 

2 i oit-s®). m^ik-a-mm^r 2-137 ©fc^, 2 - 1 5 3 <r> 

<b#$* mmk&fa$r%- 2-180 75^ 2-189 (Dik&Va, 

mmk^M^r 3 - 1 7i>s 3 - 5 <Dik&y>, m^ik^mm^ 3 - 7 755 3 - 1 2 © 

3 - 2 5 7JM3-2 8<Dfc&$!?U M#t!)ff3-4 1 
7*3* 3 - 4 4 <D<k£<fcK 0tJ^fc£$#-l§- 3-57 75£ 3-60 Ofc&Qn, 
&mk$V0&%3 - 6 9 7JM3-7 eo^ft, 0IJ^t;#^#^-3-8 9 75M3- 

9 2 oitM, fft^^M*-^ 3-105 ism 3-108 o^li, fl)7jMk£&# 

#3-122 Oft*-*, 09*Mfc6-to«* 3-136 Qftftft* 3 - 

1 3 8 Oik&Vl), Wfrte&IIStt 3-154 (DikteVOs m7fi<k&&>$-% 3-169 

<oik&to. 0»J*Mk£&##3 - i 7 i <o\k&®, 0ij?iMk£$#-J§-3 - i 7 2©<k£ 
0t*fc&fe#* 3-i8i nm 3-192 <n\k&«to. 
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m^it-&®>$i%r 4 - 1 7iS4 -4 (Dit&Ha. Mnifo&to&^r 4-8M4-1 1 <D 

4 - 4 3 <D{k&Vd. m^it^m^r 4-56M4-59 (Dit&Vn, M&1t& 
<Kl§-£-4-6 8Jbm4-7 5ff)fc^, ^^^##4-8 8M4-9 1 <Mt 

WxHt&tom^r 4-104 ibrn 4-107 <r>it&V9 y mmt&vom^ 4 - 1 

2 1 ©flSfr*, m^{k&%>&%-4 - 1 3 7 0>ft*«K 0tJ^flS£-&#3- 4 -15 3© 
ib&ti). W7P{b$fa&%4 -180BI4-18 9<Dfc£4& > 

5 - 1 M5-9 1 (Dfc&to, M*Mb**»*5 - 9 8 <D^fe, 
5-99 0>it&V>* 

m^ik&yi&^r 6-4 <Dik&y>, Mipfcfttos* 6-10 75s 6-12 

6 - 2 2 7bm 6 - 2 7 

H*fc**MH§- 7-9 #M 7-12 7-14 

- 1 6 0ft^llJ*ft^W*7-2 5 Jbm. 7 - 2 8 0>ft£>tt. 
0<|jiMb£'4&#-§- 7-30 Ofc^-tfu' fflij*4b£>tt#-9- 7-32 Wfc^-fe, ^J^t-g-fe 
7-41 Jbm. 7-44 Oib^*, MSMfc-g-lfe*-?- 7-46 <Dik&®, W^\\L& 
4fc#-^ 7-48 Ofc&fb* 0!lflMkd-M-& 7-57 75£ 7-60 ^J^-fb 
^•te*^- 7-62 0>fc£#U 7-64 ©flS^fe, ^J^fli^-fe^-^ 7 

-69M7-76 <Dit&fa, mmk&to#% 7-89 7-92 Oft&tfK fc| 
7-94 <D{k$®. m*Hk&®)#% 7-96 ofls^-*, 0»J^^<fe# 
•§•7 - 1 0 575S7- 1 0 8 9>&ftm t m^t£®)®^7 - 1 2 1B57-1 2 3 
<Ofc&fa, fl^ft^fetf 7-136 7>S 7-139 <Dfls£<gK ^-fc-a-^-^ 7 
-153 7-15 5 7-172 «>ft£>fe % 0»J*Nfc£- 

*»*7-l 8 1»I7-1 8 5»I7-1 

8 7 0>fc£-4fiK fliflcfc^M-g- 7 - 1 9 0 0>fc€>fe v fll^flS^toS^- 7-194A 
17-197 Ofc&ftK m^ik-B-yoffi-Pr 7 - 2 0 6 7-2 0 8 (Dfc-g-lfe, fi&J* 
ft-S"*** 7-211M7-214 ©fc£-<8K #J^-fc 3" 7 - 2 1 7 7 

-2 2l©fl;£&, 

0V*ft*<|fe**- 8-9^18-12 4>fc£-*, fl^*«4 8-14 0><t£*<KK 
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0i]^k£-&#-5§- 8-16 (Oit^Mmt^lh^ 8-25 75S 8-28 Oit&m. 

m^ik-S®)®^ 8-30 <d\\l&®>, #)^{b 8-32 flMb-S-te, 0d*{fc-a-«s 

8-41 73>M 8-44 <7Hb£-03, 0iJ^<(b-a-«J#-l§- 8-46 tf>*b3^ 0>J jj^b-& 
8-48 <Dit&&. M*1k&<to#%- 8-57 »S 8-60 <D{t&V>. fiWb 
^#t8-6 2©{t^, fl9^M«8-6 4«Mb£-«J, flJ^Mb^^-f- 8 
-69 75^8-76 M^ik&®>&%- 8-89 71^ 8-92 0fc6>fe« #J 

8-94 tf><b£4gk fcl^fc£-4&#^ 8-96 <Dik&V9, 
^8-105 7iM 8-10 8<Djb£-*8K W*<b&*&* 8 - 121 75M 8-123 
©fc^s #J^{b3*$)#4§- 8-136 75M 8-139 O-fc^, M^ik&Voft^ 8 
-153 7iM 8-155 ©fb-g-fl&K 03^-&<fe## 8-172 (D<fb£-<8K tfj^lb-g- 
«!tt8-l-8 175^8-1 8 SOfc£>#K 8 - 1 8 5 75S8- 1 

8 7 <*Mb£-$> 0y^<b^#^-8 -19 0 <D*b&<feK 0»J^<b£-&#^8 - 1 9 4 75 
18-197 <Dfls£-&K 0>J*Mb£-&#-£8 - 206 8-208 <0<(b-g^ 
*b£&#^ 8 - 2 1 1 753* 8 - 2 1 4 <0te&iBj % 8 - 2 1 7 75S 8 

- 2 2 1 <D<b£4&> 

«*fl5£-*#^- 9-3 <D{t^¥i, Wmk&®&% 9 - 9 tf>fc£<8k 0!l7jMfc£-4&#^ 
9-1 l 751* 9 - l 9-Oft£-«u 0J^<b£-ffe#^9 - 2 2 o4k€-4b\ M^Nk-frM 

^9-28 <0\^m. W^flsS-IMH* 9-30 751 9-38 ©fls-fr*. ffl*4b£-4fe 
f^9-4 1Cft^, M*fc&#MM-9-4 7 4>fc£-4fet 9 - 4 

9 751 9 - 5 7 Ofcg-tfK M^ftd-<Ml*-^ 9-60 <D4t&®, 0tJ?iMk£-4&#^ 9 - 
6 6 Oftftfe, tt*ft6>M3- 9-68 751 9-76 Oftfrfe, 0!l^b£4&#*§- 9 

- 7 9 OfcftftK fl*Mb*4fe»* 9-85 Ojb^HIl, 9 - 8 7 751 
9-95 <Dit$&, M^flS^-M^ 9-98 Ofc64fe % ffl9fls64IJS#- 9-104 

tf><b£4«!U 0y^^^^#-^ 9-106^19-1 14 tfMb£<8K #|7iMb-e-4&#-J§- 9 

- 1 1 7 (D-fb-a-^, 0!l^b^#^- 9-123 fl5Hfc£-4b#-9 9-12 
5 7519 - l 3 3afc&ft, ^U^b-d-lbS^- 9 - 1 3 6 4>fc6-4fe, 0Wb£-4$9#^ 
9-142 0>{b£-<BK fttFK, 0lJ^<b£-<8>#-§- 9- 1 4 4 751 9-152 <D{t&®) 
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K£#afcfc£4toi: U-Ctt, 0fl*Mb£-&f&^ l -2©M, 0»J*Mb£-&#-5§- 1 

- 9 o>ik&fa. mw<k&to&% i-io <n\k&m, mmk&toS^ 1-25 «Hb£- 
4*k 1-26 ofl^fc, 0U^b^^S# i-4i <D{k£Va, Mw<£ 

1-42 <Z>fc3-<BK Wmt&m#^ 1-57 (O^^-fe, fiflJ^-lk^^S^ 1 

- 5 8 <Dit£to, W*it£®)&% 1-69 09*Mb£«j## l - 7 o oik 
£«J, 0^b£&#S- 1-73 ©fls£0J, 0>J*fl2^#-g- 1-74 ©*b£«J, 0>J^ 

<b£fc#^ 1-89 oik&®. Wwik&to$%- 1-90 cD^-a-fe, W^ik&®&^ 

1- 105 (Dibs®, &i7Fft.&vs&%- 1-137 oyfc&va, mwit&vom^ 1-1 

5 3 Oik&to, fll^flS^S^ 1-180 Jbm 1-189 0fc4Mfe« 
^*UM#2-2©ft^, 0tj^fc^fe#* 2 - 9 0{£&ms 

2- 25 tf><b£<8K fll?iMb-&#>#-g- 2-26 2-41© 

«*Mfc**#*2-5 7©fls6*K fljjiMm2-6 90^ 0»J 
T^b^M^ 2-73 Ofcft-tfK 2-8 9'©fls*ft, 0D*<ffc£-&# 

^2-105 <ZMb£-#>< ^J^ih-a^#^- 2-137 ttfttfe**** 2 - 

1 5 3 0feft«K 2 - 1 8 OOft&ftK 0>J^b^##2 - 1 8 1 

<Dfc£-$5, «*fl5^**#2- 1 8 5©fc&* % fl*Hb6>M-9-2- 1 8 6©fc£- 

3-2 ©fc£>* % 3-7 <D^fe, 0|?iHbft4fe#-& 

3- 10 ©fca>*U «»l^b^4ft#^3 - 1 1 ©fc£«tK M^«-«*«S - 2 5» 
13-27 ©fc**» 3-42 09*ftfr*tt* 3-43 
©fc£-fc> «*fl2^-**# 3-58 Oft^fl, «SMfc**»*8 - 5 9 ©fc£-<8K 
flWb£fc#-£ 3-70 ©ft*«K ffl*ftfr*ft*3 - 7 1 ©fc*#K 
#•§■3-7 4 ©flUMfe, 0<l*<b£$#^ 8-75 ©{b£&, M^ft^tt*^ 3-9 
0©<b£-<BK fl5Mk£'M*3 - 9 1 Ofcti-ftu ^^^#^3 - 1 0 6©fc* 
*K 01J^ba-t&#-§- 3-107 Oik®®, 3-122 ©fc^fe, 0<J 
*Mb£&#^3 - 1 3 6©fc£-&, 0U^b£-<8i##3 - 1 3 8 0fc*ft, 
<fe#^3 - 1 5 4 ©&$-** fflqMb£tt*-g- 3 - 1 6 9©ft&1fe, M^ik&®)&^ 

3-i7i <r>\k^m. M*4b£4fe#3- 3-172 <D<b-g-<fe, 0>J*Mb£-<fe#3- 3 - 1 
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8 171M3- 1 9 2<K>ik£V>>, 

m^ik$®&% 4-2 oit&m. mi*\K&m®%4-9<n\t&®. M*{t**t** 

4- 1 0<D(b£«!K 0>J*Mb£-&#^4-2 5<Dik&to, 0iJ^b-g-%b#-^4-2 6© 

/lMt;£#5#-^4 - 5 7 ©fc&fe, - 5 8 <Dit<&®i. M^it^S 

^4-69 (Oit&VOs &mfc£®mJlr4 -70 «*flS*4lf»*4 - 7 3 

4 - 9 o oitGVo, mmt&m&^rA - 1 o 6©^, w^b-e- 

«3#-i§-4 - 1 3 7 ©fc**K 0»l^l2^(K»#^-4 - 1 5 3 ©fc*4b, 0flq%fc6*** 

4- 180 4-189 ©-fb£4^ 

5- 1 «»fls**** 5 - 2 ©A:**, mmta®® 3 * 

5- 9 ©{b£#K 0iJ^{b3-4&## 5-io vik&tos m^ik&®>%r-% 5 - 1 5 Jb& 

5-35 ©4b£$> «^W* 5-37M5-40 4>fc4Mfe* 0>J^k^# 
*'5-4 3 75^5-4 5Oftti'to,01*ift6'tt#*5-6 8 7JM 5 - 7 1 ©<fb£-4&K 
fiSJ^fk^-^*-^ 5-74 Jbm 5-79 0>fc6fe % 0!|flMls6>fc** 5-98 Ofc*4b % 
«*flS**»4 5-99 Oft*** 

«*ft**** 7-25 Jbm 7-27 ©ft**,0>l*Mb£-*#$- 7-32 ©ft*** 
0»l*ft**#^ 7-41 7-43 ©ft** % 0y*ft**#-!§- 7-57M7- 
5 9 ©ft**, #J*ft**#-£- 7-64 ©ft**, 0ij*ft**#-i§- 7-70 ©ft* 
*» «*ft**#* 7-73 7-75 ©ft**, 0!l*ft**#-§- 7 - 8 9 75£ 
7-91 ©ft**, «iiMb**##7 - 9 6 ©ft**, 0tJ?i*ft**#-§- 7-106 
©ft**, «S*ft*fc#* 7 - 1 2 2 ©ft**, «*fc**##7 - 1 3 8 ©ft* 
*, 0»j7*ft**#3-7 - 1 5 4 ©ft**, M*ft**#*7 - 1 7 2 ©ft**, 0>J 

*<ft**#*7 - i 8 i ©ft**, 0<J^ft**#^-7 - i 8 2 ©ft**, 0tf^ft* 

*#4§-7 - 1 8 5 ©ft**, «*fc**#*7 - 1 8 6«>^«l, 0>J^ft**#-J§- 
7-194 TiS 7-197 ©ft**, 0tJ^ft**#-l§- 7-206 75£ 7-208© 

ft**, fi»J*ft**#-§- 7-211 »2 7-214 ©ft**, 0>l^ft**#* 7 - 

217 7I»M 7-22 l©ft**. 
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8- 2 575S8-2 7 (Oit^^fHit^m^ 8 - 3 2<t>{t&Vd, 
Wmt&fa&Vr 8-41M8-43 (Oik&tb , M^it^Wr^ 8 - 5 7 8 - 
5 9 <D\t-km. m^itS®)®^ 8 - 6. 4 <D4t&%>, mmk&®#%- 8-70 ©fc£ 

mwik&<fo#^r 8-73 8-75 (Dit^. mmt&Va&^ 8 - 8 9 75M 
8-91 <D jb£-<8», ff^fc&ttat-g- 8-96 (Oit^-m. m^it^¥»^ 8-106 

<DK.&m. &mt&®&^ 8 - 1 2 2«Mb#«K m^it^m®^ 8 - 1 3 sou 

0Wb^&#-9 8 - 1 5 4*Hfc£<KK 0S*^«S»#-§- 8 - 1 7 2©fli-a-«J, 0»J 
ffHk&Vt>8%B - 1 8 1 ©^fe, 0>J^b^#-^8 - 1 8 2©<U^ 0)J^b£- 
&#^8 - 1 8 5<Dik&®, 0)J*Mfc£4fc##8 - 1 8 6 4>fc6«U W^b^*^ 
8-194 8-1 97 <Dik&QOs #J^b£-&#-9- 8-20 6 8-2 0 8O 

its®, mmt^m^ 8 — 211 8 — 214 <Dtt.&ih. m^fc&tfam^ 8 - 

2 17»S8-2 2l©ft^, 

#^9-i5 0>J*Mb£<8>§^ 9-16 <»ik&®>. «Wb#&#-9- 9 - l 

8 <Z>fb£^> 0lJ^b^#-^9 - 1 9 <D4k&Vd, 9i&{b&*m9 - 3 1 0fc£>fe, 
Mwit-k®)&%- 9-32 0>4b£-ft % 0fl*fc3>«&#-9- 9-34 £>fls£-$> flfl*ft£-4fe 

8 ©<b£<8K W*fls£*»* 9-50 ©fl*M(K ttacft**** 9-51 OftfrtfK 

9- 53 fl9lbm'f 9-54 ©fls£-*K fliiMb6-<Ni 

9 ©<b£f&u m*MW* 9-70 <*Mb£4*K 0»J*fc£4&#-9 9-72 vik&to, 

&m<k&®>®^ 9 - 7 3 0y^b-g-<&#-9- 9 - 7 5 w^b^-ft 

#■9:9-7 eoft^ti, 03^b^W-99-8 8©-fb-&&, ffll*Mb£-4fe#-9- 9 - 8 

9 0fll**, WaMb^S^ 9 - 9 lOfc^-ftK 01]^b^fe#^-9-9 2©ft^», 

fi»J*^.-a-4i}#^ 9-94 oik&to. 0»J^b£4&#-9- 9-95 <D-ffc£-&. 0y^fb£-& 

#■9- 9-107 <r>qc&m. wwik&%>m-% 9 - 1 o 8 ©ft^, w^#«s»#-9- 9 

- i i o©{b£<8K 0»J^fls£-&#-9 9 - i i i (nik-BtVo, fl9jk^*99 - l l 

3 fll^fcg-*** 9-114 ©<b£&, 9 - 1 2 6 ©<b 
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9-127 <o\t^9h. m^itsmft^ 9-129 <dh&®. 
m^\k%®®% 9-130 oib&®, wmk&®&% 9-132 o^m. m^it 

9-133 <Dit&V9, mmt&to& J % 9-145 <Dit&<&>, «9J*^4^# 
f9-146 (DitG-Vo. m^it^m^r 9-148 Oftd-ft* 0tJ^b£#l#-§- 9 - 

i 4 9<Dit&<fo* M^ib&M-g- 9 - 1 5 KDtt.&m. Mr^ir, mmt-Bt®®^ 9 
•§■1-25 o^^fe, #j^fc£4&#-§- 1-41 ©fc-a-iaK ey^fc-a- 1-57 

Oik&®, fi9J*Wb#&## 1 - 6 9©<b£<gj, MSMb***? 1-73 <»ik&®, 
0lJ*fb^## 1-89 tfMb^&v Wmt£¥l>#% 1-180 TiM 1-182 tfMb 

ftm, W7fiik&fy$# 1-18 5 <*Mb£<8u mfrik&tom* 1-18 6<zHb&4& % 

01J^{b-g-fe#^- 2-25 (DitSVd. 0g^<fc£-4£)#^ 2-89 tfMb&ti>, 

#§3-42 oft&lfe, wmik'frVa&wa - 5 8 ofc£-4lK 0tJ^Mb£-&#^3 - 7 

mmt^®i&?r 3-106 <Dik&®), m^it-a-vam^ 3-i8inii83 <ofc& 

«k fi»J^^b^(fe#-f- 3-186 «SMb£tt#-§- 3-187 ©fc^fe, 

M*<b£«9#^4 - 9.0>fc£4&K W*fc£fc#4§-4 - 2 5 «Wb£-&* 
■§•4-4 lO^ft, 0tJ*Mb£&#-§-4-5 7<Djb&$/#J^<lb£$M&-§-4-6 9 

<o<fb£<8K 0y*Mb-a-&#-*M - 7 3©^, 0j?Nb3-4&#^4 - 8 9 oib&Vi), 
«*^4fc»*4 - 18 0 ©fls**, 0y*Mb£4fc#-i§-4 -181 <z>.<b3-4&* 

4 - 1 8 5 6><fcfr#K 0>J^^<fe#^4 - 18 6 ©-fb^l^ 

W^ik&®$%-5- i 5©M, 0J^b&&## 5 - 1 7©fc£(8K tt*fc&« 

#■§■5-1 8(0{b-g-4&> fttiRfc&M-f- 5 - 2 1 Jbm 5 - 2 7 <Dft,&®, W^itS 
<fe#-§-5- 2 975M5-3 BOfc^, 5 - 3 771M5-40tfMb 

W*M>lh**?-4 4<Dtt.£to, m^ik&Vofe^ 5-45 0Mb£-«K #J^; 
<b£&#-§- 5-68 »S 5-71 <*Mb&<Bu 0iJ*Mb£-&#^ 5-74 JMS 5-77 
©fc£<8K 0]7jMb£<8»#-§- 5-84 5-91 0>fc£-<KK 5-9 
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«fMfc£*» 7-26 <D{k&®>, m^itSt®)®^ 7-42 <Dlt&Vd. W^it^® 
S^7-58 (Dit&to, mmit^m^ 7-7 4 7-9 

o <Dik£& y m*1£**9*7 - i 8 i oit&Vs. 0>J^fc£-«j#*§- 7 - 1 8 2 tfMk 

7 - 1 9 4 0>ft6-'<MK mmk&Vim^T ~ 19 6 0Mfc^<&, 
0JjjMb#4&## 7-212 CHfc£4&> ^^^<K>#^- 7-213 <0<k&$), 0i^it 
fr*** 7 - 2 1 7 7 - 2 2 1 OfrfrltK 

#J^fc-B-4*3#-§- 8-26 0y^^^4«J## 8-42 <Dit^Vo, M^it^®l 

ff8-5 80fc^, fiaj^k-a-lfe*^- 8 - 7 4<Dfc£-4$J, 8 - 9 

0 <D{b&V3 s M^{kft®>&%8 - 1 8 10>{t£<&, W^^4fe#^-8 - 1 8 2<Oit 

0>J^fls£-&#-£ 8 - 1 9 4«>fti£-<8u - 1 9 6 0>fc3-4$K 

0IJ^fc£-<fc$^- 8 - 2 12 <*>fc£<8K M9fis#M-9-8 - 2 13 Oftti-tfK 
ttft* 8-217 8 - 221 O^^^^^S C i 5. 

• (±) -N-tKo*^-Na-/f^-No- (4-7x7^ v""< >"t? V ;U 
sfc^/W) -2- (2-7^5^^) /!)^7§K (tt^ffc&llfeS-g- 3 - 
2 6), 

• (±) — N — t KD^J/-Ne-^f;V-Na- ( 4 -7 * / I'XA' 
'*s*0 -2- [2- (^■75'!>^y-2, 4-^X-3-W'/W) 

fJ'T $ K Wm\L&to$t% 5-44), 

• (±) -N-tKc + ^-No-^/l'-No- (4 *tif*<:sM is* A* 

-2- [2- (W!)y-2, 4-^^-3-^^V) 
fT $ K (0*4*fc6-*«* 1-26), 

• (±) -2- [2- (5-7;U3j-u t*y 2, 4 3 -^A') 

-a>) ^y*yrsK (^UM*5-3i), 



WO 99/51572 



PCT/JP99/01751 



105 

xnju) -2 - [2- (^y [3, 2-d] try%*?^-2, 

• (±) -N- t Ka^f-No 2 - [2- ( 7 <f-/u*y- y<f-y- 

-No- (4 -7iy **/'<l/"\tl/X)\'itsx./V) ^!)i/y7? 
K (0IJ^^fe#-^ 5 - 2 5), 

• (±) -N-t Ko^V-No-^fA'-No- (4 -y^J I/xjU 
1£=-A>) -2- [2- (yxyv 5 ^-2, 4 -S^y- 3 --fA-) ai^vU] ^y 

5 K (0IJ^ib^^#^ 5-21), 

• (±) -2 - [2- (i, 2-^yx^yfr/-^-3- 

*y-2-W^) xfvU] -N-tKn^i/-Na-^fyU-Na- (4-7x7 
^i/^fgyxfrfc-*) /Di'VTn* (0!l^k-a-fe#-§- 2 - 2 5), 

(±) -N-tKo*»/-N«-^fA'-2 - [ 2 - (6-^f;H^D 
2, 4 3 -W'A') -No- (4 -V^J * i^<y-t? y.XvW;fcn 

yw) ^ y > y7 5 K (0tJ*Mfc£&#^ 5-39), 

• (±) -N-t KD^->-No-/^V-Na- (4 - 7 :s 7 3r i"0"tf V*)\> 
Jjwu) -2- [2- (5 - h 'J ^^^-o^^-yl/h'y $i?>-2, 4-i?*l/-3 

^f-jis) yy>svT% k (0y^^#-^5-3 7), 

• N-t Kd + y- N a - > ^■/U- N a - (4 -7 x. / ^y^'y&yxjUifrzz/U) 
-2 (R) - ( 2 - 7 * /l^ $ #9*sl/T%Y (0U^k^fe|l^-3 - 2 
6), 

- (±) -No- [4- (4-7^tP7xy^rJ/) ^y-tfV;*^* n/W] -N- 
^#^3-18 2)> 

• (±) -2 - [2- (6-^Pl^!)5i?y-2, 4-^*^-3 — f/U) ac^ 
A-] -N-t Kn^riX-NB-yf^-Na- ( 4 -7jc y * y*;Wjfc:=: 

^ y y r 5 k 5-84), 

• (±) -N-tKa*'>-No-^f^-Na- (4 -7 x / * S"<ytf 
^-/U) -2- [2- (6-h!)7^n>f;Hf!J*i;y-2 1 4 3 
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-^/u) i^yw] yyi/^r^Y (0iJ^k^#^-5-8 8) 

• (±) — N — t Fn^->-Na-/f;l'-No - [4 - (f'J 4 
*-*S/*< -2 - [2- (^Jiy [3, 2-d] t° y SS?V-2, 
4 -S?*y-3 --OW ^^U] ^'Ji/^T? K (i7F^#^5-9 8), 

• (±) -2 - [2- (6-^on-l-^f;Vt , H^y-2, 4^^^V-3 
-j/l>) -N-t Kn^iz-No-^f^-Na- (4-7i;^fV'<> 
M-y*As*~>V) ?y *sVT% K (W^ft^S-f- 7 - 2 12), 

• (±) -No- [4- (4-^aD7i;^) *<>"l£ l/*)\>-fc=.)V\ -2- [2 
- (6-* op try v^>-2, 4-^*^-3--^^) a^AO -N-t Ko3f 
i^-Na-pl^^y v^TS K («*flS-a-*#* 7 - 1 8 1), 

• (±) -2- [2- ^ v^-2, 4-^^-y-3 — { jv) ^-J- 
*S\ -No- [4- ( 4-7^*0 7 ^< -N-t K 
D^fi/-No-^^yi/y7$ K (fflfltfrfrM-g- 7 - 1 8 2), 

• (±) -No- [4- (4 u P7x>» '<l/1iVX)\>i£=.jl>'] -N-t 
KD*'>-No-^f/W-2- [ 2 - (6 - V 7JU*a t?A>¥y % i?>-2, 
4-i?*V-Z-<< >V) y*)*/lsT%Y (09^k-a-^#^8- 1 8 1), 

• (±) -No- [4- (4-7^D7zM-» *<l/-\i'y*A'i!rs—>V] -N - 
t Kf^i'-Na-^^- 2-[2-(6-h!J y?V^ru ^vUf «J 5 ^V- 2, 
4-^*^-3 — T/W ^^vW] ^y->^T $ K (fl^-d-M-^ 8 - 1 82), 

• (±) -No- [4-r (3-^nD7s;^i/) ^V-tf -N-t K 
D^i/-No-^^-2 - [2- (6- h y ^/Wsi-D^^^ey 5^^-2, 4 
-$?;j-y-3-^A/) 31^-^] ^1)^/^7 5 K (0!|jHfc£4&#-J§- 8 - i 9 4 ) , 

• (±) -No - [4- (3-^0 0 71;^^/) ^^ify*^*:^] -2- [2 
-. (6-*nn t*y 5 ^-2. 4-^^-^-3 — fyU) ^fvl'] -N-t Kp^ 
iz-No-^f;^^-^? K (09flHfc£>4fe#3- 7 - 19 4), 

• (±) -2 - [2- (6-^naey xi/>-2, 4 - Z -4 fr) =c=^ 
A"] -Na-if A-N-t Kd^V-No- (4 - 7i/* > >'<yS>'^*- 
vu) ^'jVy7 5K (0")7pfb^S-f-7 -4 2), 
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• (±) -2- [2- (6-? ant" ]) 5^>-2, 4-i/*>-3 — f 

/u] -Na- [4- (3 -yiivjrn-y *» s<i/-ei/xj\sft=./W] — N — b K 
D*^-No->f^!) ->yr 5 K Mwik&Va&%- 1 - 1 9 6), 

• (±) -2 - [2- (6-^nnf!) 5 5^-2. 4-^2hV-3 — fAO 

A>] -N-tKD^->-No-^;i'-Na- [4- ( tf y V- 4 —- < vw) ah^r 
i/^y-^^^/W^-yU] ^y^7U* (0A^fc-g-4&#4§- 7 - 2 6 ) „ 

• (±) -Na- [4- (3-7/Wto7i,/*i/) ^-^V/ft —A"] — N — 
t Kn*f-No-^fA'-2- [2- (6- MJ 7 * y '^^-2, 
4 3— A*) ^A-] ^!l*/y7§K (t&J^ffc^*^ 8 - 1 9 6 K 

• (±) -N-tKD*'>-Na-^^-NB - [4- (t <J $?V 4 -<<JV) * 

y^yl/*^] - 2- [2 - (6 - h y ^A^n^A-fy 2, 
4-^2f->--3 -^A-) rt^A-] ^!)W7U* (0d^b^*^-8 - 2 6), 

• (±) -Na-xf^-N-t Ka*->-No- ( 4 - 7 ;n y * $"< y*A- 

• = A-) -2- [2- (6-h'J 7^^-o^^yWt'y $^y-2, 4-^^-3 

-wao ^a-] //y>>^r$ k (0y^b^*^- 8 - 4 2), 

• (±) - [2- ( 1 -;* f-A'- 6 - h y 7 
A^P^A-f y * 2, 4-^31-^-3-^ A-) mfvl/J -Na- (4-7 
^/^-^y-gy^^-yu) ^y^^T? K (0IJ^-S-'ft)#-^ 8 - 2 1 2), 

• (±) -2 - [2- y * ^>-2, 4-^^-3--^^) ^-3- 
A-] -N-t Kb* 2^-Na-^^yl — Na- (4 -7ct / * v'^V'-tfy^A'/fc^ 

»y /y^yrn* (W»Mt5-3 5), 

• Na- [4- (3-^0071;*^) ^^if i^A-J^A-] -N-t Ka^i/ 
-Na-*?-A<-2- [2- 4-^^-^-3 — fA-) acf-AO 

yy vvt % K (fiaj^b^^s^- 1 - 1 8 2), 

• Na- [4- (3-^0071^^) 'O-gy^A'Jfc— A-] -N-t Kn^V 
-Na-^A—2- [2- (fiy [3, 2 - d ] k'J) $i?>"-2, 4-^5j-^ 
-3--OU) ^A-] ^y~>VTS K (0*J*{fc£-«9#-^5 - 9 9), Rtf 

•Na - [4 - (3-*no7W3ri/') ^<:/-t? ^jXA-jfr =./!/) -N-t h*D 
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-N a fvu- 2 - ( 2 * Y'^ju) ?9*/VT%Y (m^it^ 

f3-l 83) 

££lf 5 S„ 



<A&> 



s TEAtfe»£FfeteLfca<o*C«3!rt- 



R 5 -0-R 4 -S0 2 — Q 
COO-Gl (2) 



COO-Ql 



HzW^r* 

(1) 



$1X32 
$4 




RS-O-R4-S02 
(3) 



H 



R5-o-R*-S02-N 
(5) ff » 



COO-Q 1 



COOH 



(Ic) 



v CONHOH 



Rs-on 4 -so 2 Hjr s 'F«2 
(Id) 



COOH 



RS-O-FH-SOz-fcr R2 
H 

(la) 



t Ka*->7 5 Kit 



R6-0-R*-S02 



CONHOH 



H 
(lb) 



WO 99/51572 



109 



PCT/JP99/01751 



3£f , 

R\ R<&tfR 6 li, WiBiRE^Sr^L, 

Sftgi LXI±. #);tlfx R*©J;5 4ADyy|iitf • MJ * n 

& 1 xmi*fc£-& (1) 075 y&ftrXA'ftsA'/^^ K-fb£4& (2) 
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f^/i/A7U\ N, N-^^^yVT-fe hT 5 K, S?j«^A'*/i/**$' K© J: 5 
**^d hvteffitei§l& ; Tir /KE> «}; 9 =. h y ; IWMfvK 

•y*A» *^ty^^A<oj;5^T^*y^ja7k3R^ ; y *g& 

fc* y * A© J; 5*T^*.y &JS*8Mfc4& ; h y «7 A, y !7A(D J: 5 

<tT^* y&jsisiga£ ; hyxf^7 5y, fy^y, tf=»y 

Vs 1, 8-S>71f t^>*o [5. 4. 0] - 7-!>yfty©i ?&75 visas 

mtf fens. 

&2Iglifc£-$> (3) ©G» Strife* L-C*JB9l0His6-4b (la) 
IltfcO, tt*©«?g{:: J; o-CMfcSj&s, -JSU:r©#if©&$lf£ 

•7 a, ^»?*y ^A©«fc5^T>»u*y^js^jfi % *»<k^hyi7A, *BMb*y 
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*I1SI-C3 0»»51 0^Hlfe$nS o 

* * £"£0>ftfl| £** T 9 *mjL tt~ o y / {£& T "C *> S 
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V&mi- 5 C t te <fc 0 Gfe* £ ft 5 . 

© «fc 5 a* - x**Xtt - to 6 t * t o&£-tt£tf&j&-oa> S„ 

®xtt^gfe*^i-hy «sw-mj*a, ^«?*y C'ixo.tp/jjT^y^JK 
y $*a^n?<< KStfu* (2 -**y- 6-^^-1, 3-^yuy-4-'f 
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AO t^jv/syj K«*K«**5i b\z& •)> £fcftTAn7k#*?£;h, J M-v^A' 

iift, 0^C75S1 0 OtJ-C, 0. 5JJI1 OlSfia&lfeSixa. 
$3 1*11**389! (I a) Srfc Ko*W5 Kfc**-5ia--C*> U ft&ft 

»w©fls#« (i b) &mmztiz. 

*Tmz&^Xit&ti> (la) HOjJt Kn^TS Kft-ffili^lCtt^V 
^ p A'**'*^^ § h\ 1 -jx.^A'- 3 - (3 -^^f-ywr ^ / bTyw) 

t J*-)\r<n& SfcTA^-AOI ; N, N-i^fvufcA'ATS K\ N. .N- 
?k * it \±* ti *> <o # m tf h fi 5 o 

5, sttratiafti o ananas 4 8^pg-c?fco, #aw:tt3 o^n 2i$fBj 

®^aV>ft.tot3i4t&to (la) bm*.t£3-*-;u?u ]) h\ 
K/iif^nyy^i:ORjS{w«fcU, (Ia) iPJaitf* 

*7 1 AO*-bgB$S£^0>#£Tte£'& (I a) iflJfctfN- t V a * *y a ,\ * * 
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*i *> iffi # o *T*I £ fifc^b ¥ v > X % m £ ft 5 R ft * # £ S ffl L T m £ $ ix 5 . 

O- ( t -Zf^-JU^^^^^DJU) t Kp*^;WT5 W^©#|&$;h,fcfc Kp=¥ 

fe*ssfe{r«fcoTjtt«ginb^ (ib) ^©ii-t-srtfcpr^fcs,, 
®4iai*fb^ o) <d*as*>t% vu^onm^^m^xit^ (5) 

a) *X&U::l3V>Tfc£-* (4) O L S©3"K:tt3fc5£Rft (D. L. 

Hughes, Org. React., 4 2 . 335 (1992)) tmmZtlZ. 

LTIi, Kft&|S§-»H\ ttl»^KSr&5SS^«?*r 5 h<DX 
fcfttfftlclS&tiifev^ JfFSlfcitt, h^^, **/wi>& 

fe&ikfrmm ', t + Uls? p y h\ ^nD*^ GgJgfliE^ ^oni^, 

BMK^A'* INft^ntiTK ftgf^^K BatS**?-^©* 5 fcac^/MH ; ^ 
h^hyyu, y/fo= h y;w)j; k y A^g ; *;i/A7$ h\ n, n-s* 
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jxjsm&ttu - 2 otxftM i 5 o'CTfrfcfrftaa^ oic75Si o q°c 

2l^p^-C&5„ 

b) ft£fe (4) *>Lasj8iB|gT?fo H:, J£&tf>#fcTXtt## 

>K f b5tKB7?y, a- ©J: 5**—' ?/HK : N, N-s^fvMww 
AT 5 K» N, N-^WthTS Kx f /w^/v*^r ^ K© i 9 ft^/o 

Y\ *V ?A- t-^h*^KO*5 4Tyw* y&JBT^^KSS ; *3tft-*- h 
**fty 3 *r>;M£***ft*, Tkfifeft^M^A, Tkgft 

ft* y oa©* skta** v &mfcmkm •. h y *a, y 5 

^> 1, 8-5*71? ITS'* n [5. 4. 0] — 7 -?yfty©J: 9^7 5 y?S4> 
"I5 5ia»4ft*<|fc (5) OG 1 g£8fc*LT*$8»B©ft£4& (I c) &$Si§1-* 
$&6imi**38W<Dft£<8l(I c)ttKn*i/75 Kft UT*3891©ft&<l& ( I 
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<Bj£> 

iS-A-R 6 (sS^A&tfR 6 tt, gfrlBtPici|Sr^-r.) -Cfc-S^fe (1*) £SJ 

COO-G1 

G2-lf S A-L 
H 

(6) 

»7Ifittfl:^* (6) klt&Vd (7) fcEJS3*Tfc£1M8) *«3ft*SI 
U8iaiift^tt (8) <DG s &*m£LXit&fa (1') ^S3ig-t5I^-Cfc5 0 



R6 — H 

8718 G2-hT^A-R6 *8X8 HjN^A-Re 
ft 

(8) (V) 



WO 99/51572 



PCT/JP99/01751 



117 

* r- => — ;w 7 v *C S> <5 o ) . 
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tvH®, df^uyo,}: 5 fc£#&#te*£lgx 

5. 

MttftVVftS, ffjglitt> /<7^^A^, *SHt^7^»7A, 7^--5,^W % 

©ijftiMJ^g, v/xf;Ux~f;W, fF7tKP77^ ^^t^©,t7 
ft*-f'.!Hfc N, N-^f^ATU*, N, N-^^Wth7U\ 

»>S»cW:, ii^fift*U 17 a % i@«£®H-MJ »7 in, tj/*^ ^a-t-w 
h (CAN), 2, 3-^dp-5, 6 -*/i/7 J -p -^^i/^ry ^ (DDQ) 
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tmmzhx, fisttoa-rsr ticj: 

^fi5iLfc*^jKygfm^ft:i, -MS; g'-l' &*rt~5-{fc;£«j OS*, g'i*, 
V, a~.*-f; i/<n& o ft* Y^m ; Tir h= h y ;K W y7*f o= h y vkd 

!7Ao<t5*T^*y^m^K*£JS;^»*^-7-hy !7A % &m*.%ki} y * a, # 
sg*^yf-«7Ao < t5*T^*y^ji^^^ji Tk^-^-h 



WO 99/51572 



PCT/JP99/0I75I 



120 

7 9 i/T a** })&mm ; N - p» 9vMr/W* y ^ h y^^-yWT^^, 

^^vwtvsy brys?^ % '4-trn y s;/ trys?>\ tr=> y ^ 4- (n, n 
-s^^/uts^) t*y^>\ 2, (t-y^w) -4-^^^t'y^y, 

^r/y>, N, N-^fvUT^y N, N - V^?-t\>T- V V, 1, 5-i?T 
Iftf^^n [4. 3. 0] 1, 4-^rU*f^^D [2. 2. 2] 

(DABCO), 1, 8-^T1ft^*n [5. 4. 0] - 7 - £ ^xir 
^ (DBU) WJ:5fcW«££3§;Ktt:/?vt'y <Jf!>A^y7 , Cik>7 

*C, 0. 5MlONf|B!SJS$t5m 

<;fr&2 > 

(1) i?7*s^*J^7i'K t ^TyjKSt^s^o^^^jiiiftaix^x/S 

(2) l, 3 -Pi/* u->^*c*sA'1i)Vi£*ss( $ K, i, 3 V~fxi VArjjjutf 

t Kn^r->-5-yvV'#^^>'-2, 3 - i/$ ynH*w % KOi^ftN-t Kn 
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(3) 2, 2' -^t*iJ2>vU i?t^7r^ h\ 2, 2' -S^f^T / U A' 

(4) N, N' -^X^f^ ^ K ^-2-t°y^ 
— K S* -f^ (1 -ys.=./v~ 1H-7 YyV—)^- 5 — f;u) 

KD<k MS ; 

(5) N, N' -fc*;* (2-^-^f y-3 -^•^✓'J AO — y^^n 

(6) N, N' -*J*9*/V4 5 v^^if K N, N' -J?7^5K* 
^rf W K N, N' -t*J* (5 -J JV#/U*y- 2, 3-J>*^^W5^V) 
**iFW-K 1, 1' -tT* ('<y'/H>7'/!)>l') j*-*-^— K 1. 1* - 
tf* jJ-^tfU-K 1, 1' -tr* (6-hy 
7A-;i-D;*fvw<:^/ h y T N /y a-) :*-*if h«)<J: 5 Jted-^-lPu— MS ; 

(7) ftdlBzJ->^7W ygi7'/i?*^#J'i^fA', 1, 1* - (T/^fcA-Jl? 

(8) N-a^-A— 5-7ici^ ysJ-^iJ-i/y !>A-3' -^A-*-} — 

ft N- AMR 7 5 -7 y — A--Y ysJ-^rf-yy £A-3' -^A-zfc-T— h& ; 

( & ) s?- 2 - f y s?/us?-te K<D <fc 5 pry — A*$H: u= K?S ; 

(10) p ho^v-^^^yw^riyuh y r N /y Kto-fc ?fcry — a^a-j^a- 
h y rvy Kig : 

(11) 2 pa-- 1 -pt^/Wk'y ^n»>A a-y^ K©J;5*2-ad-i 

(12) i, i" y a^-y xyv-fry n, n* -^a-jf^a-^ * 

(13) Z-x.^fr-Z-V uu-'<^-/ !! i-YV y } !7A ^A-^D # J; 5 
&3 -{8:»7A'3rA'- 2 - Anyy-^j/*/f7'/!l 7 A-*-n j)? MS ; 
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(14) 3 -*3-J\'-'<y'/?T*/-Jl'-2-iztiy<Dk 5^3 -<Si»T^^r^- 

(15) 7at=:A/$?* D D &7>7 jl-t K #») *77s- hx^r^O,}; p&jfc;* 
MS ; 

(16) ^DP^^*=yU^y^T^--h«>J;5jfe>'^D^>'^/l/jJx=yW^y^T^ 
-MS; 

(17) h\) *f-A>i/V >\>t a y K, h yai^^^y/u^ d !) K©± ^Jte^oy/ 

(1 8) * 9 yx;ufc—ju? a y 5 ftte&TVt'* y^M=^7-< KfcT 

(19) N, N, N\ N' -Th^^WaD^v'^iJA^DjI K©J:? 
fcN, N, N', N' -7- Y^fcWr fr*A>^u>f J-fcA,-?* *?t7&irvi V KJB ; 

^npjfc^A, E9tfiffc;$3fx ^anx^y, ^DH^ygy, '^DD^y 
tvK ff7t Kp75^ Vah*"fry, ^a^Ui/^y =I- 
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3-ji>\?s<}) i/y, ey^y, 4 -fa y *Jj t*y \>i/ y tfayy, 4- (N, N - 

i*L 4- (n, n-^w?;) tfy^v, 4-fo y f y fife 

*ny k, fb^f^ry^^^n!) k<d± pftfUjar^-^Ajgii, 
^/-l 8-^7?:x-6<D.fc5&^7? yx-f;Vf, 3, 4-^fc Kn- 
2H-hT5K[l, 2- a] ey 5^y-2-^-^©J: 5<fcSfe1iJ£jSJ^Sr^Ali*r5 

-2 otJ^Sl 0 0t:-CfT*frft.5;&s, OtM5 0t 

S^raii, iKEUSiaK, W*Hfc*4*K Sf&^HXI4^ffl$3x-5^©M^ 

•y*/^«k5'te^ h^fi ; r-feh^hyyK y^o= h y ^©j; 5 h y /w 
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<cm> 




(14) 
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R\ R\ R\ R\ A, G\ G»&tfQtt\ it&E t U 
* is jW^iteTyfr* sum ; x\* 2 - (h V t^-su*/}) ju) ac 

Sl 2lSHft^ (12) tf)-o©#M (G'S&tfG'-S) &&fe*LT#3g 
WOfc^ (I e) £SSirt-5IgTifo»K »2lSX»IB8XSfcia«lcLrfT 

t>jxs. 2jc*^i^*jvNT^#i (12) 0>i&®mi>m#mm3kZtitLik-ery> d 

SrtT^iil-J: *Mfc£& (I e) (|12a, II 2bll), 
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<Dte> 

COO-G 1 



(12) 



R 3 a~L 

RS-OR^-SOz 



<4, ^..AJU 



S&l 4 Iff 

(15) G3 



COOH ^ 
O 



RS-0-R*-S02" ^ .<• .J 

COO-G1 



R5-O-R4-S02 

(17) H 



R3 a ^^Re *15bXS 



COOH 



R5-O-R4-S02 



(ig) f, 



1 6Ig 



RS-O-R^-SOj- 
(Ih) 



CONHOH 

I 

H 
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RV R\ R 8 , R 7 > R 8 > A, G\ G l &tfLtt, ^ffi^PlicSSr^-t-. 

VM3imt|R|fil|iLTfTt>nx ^ 1 5 (15a, 1 5 b ) ISttCft|Jl*Jtt50 
12 (12a, 1 2 b) X&tftm\Z.LXnt>tlZo 
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R5-0-R4-SO,-Q 



n jsi7ig 
o 

(18) 



1) NaOH/EtOH-H20 

2) Gi-Q 
X (21) 

R5-O-FH-S02~N-< 0 

R3 a Y B193M 
(20) O 




R3 a ~L 
(4) 



Bl 8 IS 



COO-GI 

,OH 



*- R5-0-R4-S02' 

(22) 



-n np 



R5-0-FH-S02' 

$2 018 

(23) 



COO-Gi 




$2 1 big 



RS-0-R4-S02 




02 1 a IS 



COO-Gi 

Hjf HP 
R3 a 



SIS 2 2 IS 



(24) 



COOH 



RS-O-Rt-SOa 
(II) 



f-N V 



$2 3 IS 



R5-0-R4-S02 
(U) 



CONHOH 
R6 
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R a „ R\ R\ R\ G\ L&VQtt, fflEfcpg&&£^U 

EfeKfcttaSSl 718, 01 811, 02 1 alg, 0 2 1 big, 02 21 
g;&tf02 3lStt, -til-etL> f IIS, i4Ig, 0 4 IS- ah ^4xe 

-b), 0 2ia&o5^3ieir^«ncLrfft)ji,5 o 

01 9Igtt?* hWt£-<BJ (2 0) £#Lfcfc£-&*^7 
W KflS^tt (2 1) t^JtSitCJ;*), ai^TVl^igf*: (2 2) 

Stf, 7* hWk^ft (2 0) &8£tK i«-e»ai"3;frfieas#*LV*. 

K£W:ftv>j&s #5iU:|*-J- 1> y KO* 5 fc&JRT^* V Kg ; #gft 

hv>j», *^b*y»>^, *mkv°?-i>j*. family <?j»<o£5ti:T**))& 

|!i«JfcttfcV*#s gi]K£&.«]f&J-*-.5fcJ?>K, iS£ttO^Ml 5 0t:T, 1 75 M 1 
0^^IJfe$ix5 o 

fctPHilCfTpiirtf-C'SSo frigid S8l6-C^fc<^l >lr!pi:Tff 

02oxmi*x <it£4& (22) (DTk^s^^Dy^m^-icggtfetT, ^•a-tfe (2 
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3) £38ii-t5lS-?&>K WZtf, H7 frT 5 J fifclt (DA ST) \z. 

*%m. Ha y V^J: 5 a «>*ft;K«##5, ITW.J.Middleton[J.Org.Chera.,4Q, 
674 H(1975 ¥)]J K8S&$ftTVN5£&{wftoT!Sife$*i,So 
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R5-0-R4-S0 2 -Q R 3 a - L 
H2N-/~° H ^ > RS-OR4-SQ 2 -N-/" (4) » 

(25) < 26 > 



G"-Q 

^-OH (28) / -0-G4 
RS-0-R4-S02-N-( ^ R5-0-R4-S0 2 — N— ^ 



(27) 



R3ft —OH 82 6 IE R3a OH 

" a (29) 



R 6 — H _o_(34 
(7) r R^O-R^-SOj-N-/ *** » 

mtlTM (30) « 3 a R6 S2 8IS 



,r-OH mt s-CHO 

R 5_0-R4-S02-N-< *" R 5-0-R4-S0 2 -N-< 

LVpe $2 9XS R3 a ^ 6 

(31) ° 02) 



83 0IS R 3 a £3 1111 

(Ik) 



)NHOH 

R5-0-R4-S02 



R 3 ; 
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lit -^A'^^^^y ^-cfe5„ 

^2 4Illlty;-^ (2 5) ©7 5 /g<£r*vM;rwu^7^ Kfc£#> (2) 
kKfc£KXit&® (2 6) £®U£-t5im-Ofc<K !& 1 XUkmm\zLXftt>ti 

So 

£2 5lSli^tt(2 6)©^My7$ K8B#0 N !!!(*£ {IN* LTfc£4$J (2 
7) SrSUit-f SXS-CfcO, KS4X'atR«K:tTfft»it*. 

B2 6Igli^-Mb^ (2 7) ©-oo*KS^5+>-^O^Sr^SlbT 
<k^<fe (2 9) £$4ig1-5IigT?a>iK 03^.tf> \>VW*Tfi'*A'*s9A>*9'( K 
te£<8) (2 8) tg«;$t5i iK* *)ttt>tv5o EJfctt, mZ-\3. (TP r o t e c 
tive Groups in Organic Synthesis, John 
Wiley & Sons, New York 199 lj Ci/D yl/oc— 7vMlS£> 
£ fig ft 1 1 f t¥ & $ tl X V * £ # & K J; o X ft t> tl 5 . 

12 7Iill^ (2 9) t^fe (7) kZBiJ&iSltX. it&Vd (3 0) S: 
|Sl)ti-5Ig*Cfc»J % |4I|-a) kmm\ZLXftptlZ> 0 

^2 8lSl4{b^ (3 0) ©7k^S<DfiiSISiS:^5feLTik^ (3 1) 
t^lS^fc 1 ) , #J*.fcf B* P r o t e c t i v e Groups 
in Organic Synthesis, John Wiley & Son 
s. New York 1 9 9 1 J */ V *=--TA>m0>&m%&k U"C^i£$ tl 
X ^ S £ifcU: * o Xftfrtl £ * 
SJ2 9Iift^ (3 1) &&fcLTT;V'7 i t Kte^fe (3 2) &Si 
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fcffl^Tv ITK.Omura, A.K.Sharma and D.Swern [J.Org.Chem., 41, 957 H(1976 
*£)}%.Xf. S.L.Huang. K.Omura and D.Swern [Tetrahedron, M. 1651 H(1978 

I3 0Igtt7^7t Kfc£<& (3 2) &&feLX*ftW<r>it&to (I k) £3Kl 

&3£/n a V >&m. ffi'> o ^ VlftS, ab^ y £ Jfl vnT , ITT.Kageyama. 

Y.Ueno and M.Okawara [Synthesis, 815 H(1983 *P))RXf C.D.Hurd, J.W.Garrett 
and E.N.Osborne [J.Am.Chero.Soc, fifi, 1082 K(1933 ¥)J K&ifc SHTV^S^JSfe 

&3 1 lM.\t*%W<Ofc&to (I k) 4tKo*i/75 KteLT\ ^ffliD^ 

» (i i) £Bli&-t5ii£-e;fe«K s&si&tp^L-tnfrfts,, 

±E<o«■K^I-*^v^TW5eW^:^5^b^|fe (l), (6), (18)M(2 5K 

®.mzwm*b (2h (4), (7), ok (21) (28) 1***1, 

i/77^"-i;t77f'^XLH-20 (7 7 A"NT S'TtfcRK 7W<-?^ f 
XAD-11 (a-A ♦ 7V K • ^-*tt«h ^ ^HP-a 0 (Hgffc 
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*r*au mm, MiMMifflk #&&ft^8xAq&&^T^fc©#&T 

KZ>±5ft«Si8g#; h^on^r^, ^KJ/aT 4 ^, a-f^zfV, 
fl£fg&&t Ko^s/^b tf/Hr/Uo — t Ko^T'tJ tVMfvUz/i'O-;^ 

v^i'!>A© ( );54777y ^MAtt ; 9*9 ; =»oW K^y # ; 

^y ; ; h!)^A;DL-D/f>>y ; fllflSSSi - h y *A 
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*&m<0-l6& ( I ) **-t5<b^Xtt*OSia±^$^5^, a:*^** 

t£mn&5-<D®£\z\±. fifeAKStLT l B&fctK TiRTO. lmg (ffJL 
<f*l mg), ±ii:LX, 1 0 0 Omg (#£L< ttlOOmg) £ Kal^fctt 
3fcleltJ:#ttT, ffi^^CTtS^i-S^tdSS^tV^ ^jJRrtft-^O^Icii, fig 
AtettLTl BSfcO. TPRiLTO. 0 1 m g (J?£L<I*0. lmg), _hfR 
tbX, lOOmg (jfSKlilOmg) £ 1 HJ^fcttftllUzl^ltTv ti&RKft 

mm®) 
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Mlfom 1 ■ (±) - N-> ?VU-N- (4-7*J frj^^-g y*jVi£^)\,) - 

2- (2 -7?;^ $ k^aq mmk&»fa&%s - 1 7 9) 

(1) (±) -N- ( t -7 h=fr'>;fr/U#rwU) -2- (2-7»Jl~f 5 Ka^AO 

(±) -N- (t-yh + i'jIi^sA') T I) A'^Xxvl' 7 . 7 9 

g (3 0. Ommo 1 h 7 9 1*4 5 K4. 41g (30. Ommo 1 ) h V 
7 x. =.JVfc ^7-fy9. 45g (36. 0 mm o 1 ) \Z.=f h7tKo77y75m 
lSrAP^.^ M*J*TteS?^*7 h (isJlTD EADi: B&i~) 
5. 7ml (3 6. 2mmol) *lTimiSig#L Lfc. B 

*?)\<1)y n-r h^^^-f — (*g&; : ttl*ac?'A'=4 : 1) 

'H-^«a*li^^ (2 7 0MHz, CDCl a ) 5ppm: 
7.86-7.83 (2H, m), 7.74-7.70 (2H, m), 5.92-5.77 (1H, m), 
5.31-5.19 (3H, m), 4.51-4.39 (3H, m). 3.80 (2H. t, J=7Hz). 
2.30-2.07 (2H, m). 1.44 (9H, a) <, 

(2) (±) — N — (4 -y^y 3r->^<^1f -2- (2-7^/W-Y 

a) (1) -C^fc (±) — N— (t - -2- {2-7*)V 
<4 *Y*- 1 J->\') ?V *S> TV >V^.^=t/V^. 60g (14. 4mmol) 
Du^^y30mll^»U TkftTl-MJ 7A>*v&m.\ 4 m 1 £Jra;tMT2 

*.Ti6i©-f 5^. i: 6fe*&*3. 7 7 g *j|fc (BftB o c ft: ; M 9 1 %)„ 

b) ±Ea) -Cifcefit&*3. 7 1 g (12. 9mmo 1) Sr^Dn^y 
4 0ml|:}Sg'L> MJ^A'T^4. 5ml (32. 4mmo 1) tttfcS, 
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y^/Hfx=/W^D!l K3. 64 g (13. 5mmol)£>^ 

«rAnx r -CflfW-t5^iS:®feb,^0^«»6. 3 0 g LT^Ifc (UX 
4%). 

'H-^lKm*!]!^^^ (2 7 OMHz, CDC 1,) 6 p p ro : 

7.86- 7.70 (6H, m), 7.40 (2H. t, J=7Hz), 7.22 (1H, t. J=7Hz), 

7.07- 6.98 (4H, m), 5.77-5.60 (1H, m), 5.49 (1H, d, J=9Hz), 
5.20-5.13 (2H, m), 4.36-4.22 (2H, m), 4.13-4.05 (1H, m), 
3.97-3.86 (1H, m), 3.79-3.68 (1H, m), 2.20-2.13 (2H, m) . 

(3) (±) -N-J^^-N- (4-7a;#^^yX^^W) -2- (2 

(2) x-ftlt (±) -N- (4 -7*; ^f^y-gyxfrfr^/u) -2- (2- 
yfiJl^f * KaifvW SVisy T!)^x^f/V2. 00 g (3. 8mmol) 
N, N-^^fM;VA7 5 K2 Om 1 Ml, a £Mb * 0 . 83g (5. 
8mmo 1 ) bfc&D 34g (38. 4mmo 1 ) &fjQjLX&m.X' 1 B# 

Vf^57^- ; ^#1^ : iMfe^A's 3 : D l-ttU &tB<Dte£& 1 - 

9 0 g LXmz (HK^9 3%) 0 

'H-ilKa*i|^^ h/l/ (2 7 0MHz, CDC1,) fippm: 

7.87- 7.70 (6H, m), 7.40 (2H, t, 7Hz), 7.22 (1H, t, J=7Hz), 

7.08- 6.98 (4H, m), 5.80-5.66 (1H. m), 5.28-5.19 (2H, m). 

4.78 (1H, dd. J=9Hz, 5Hz), 4.49-4.37 (2H. m), 3.88-3.70 (2H, m), 
2.98 (3H, s), 2.36-2.23 (1H, m), 2.10-1.96 (1H, m)„ 
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(4) (±) -N-^fvU-N- **/'<Wl/*)i>'fo~;\,) -2- (2 

(3) (±) -N-^/U-N- (4 ^r^Vtf y^/W^-^) 

-2- (2 -:7*/Wf ? Y=-3-A>) #9*yl/ 7D;H7f;H. 8 8g (3. 5 
mmo 1 ) %i?**-V-y 3 3m 1 Kl&WU * 1 . 7 5ml, T ( h V 7 

*s^*^7-r J') (0) 8. 2mg (0. O07mmol) RtftTti 

9^0. 45ml (5. 3mmo 1 ) «r«S^An^-Ci[ffl"C4NfWffiitLfco IN 

6 4 g£££t&5|cfc UT#fc (tt*9 4%)„ 
'H-tt*****'** 1^(2 7 0MHz, CDC l s — DMSO — d«) 
6 p p m : 

7.86-7.71 (6H, m), 7.44-7.36 <2H, m), 7.24-7.17 (1H, m), 
7.80-6.97 (4H, m), 4.70 (1H, dd, J=10Hz; 6Hz), 3.88-3.71 (2H, m), 
2.94 (3H, s). 2.38-2.24 (1H, m), 2.07-1.93 (1H, m)„ 

MM&l 2 . (±) -N-tKP^-Ntt->fA-Na- (4-7i;^-^ 
yj?y^A>»s») -2- (2-7»4~( $ Kai^-AO ^Dfr^TSK (W*^ 
M-&3-2 6) 

Jllfc«ll-e#fc (±) -N-^f-^-N- (4-7*/*^y*^*£^) 
-2- (-2 -7*/^ $ K:e*A/) 5 0 g (3. Ommo 1) 

DD^yi5ml-f F5tKa75y7. 5mlOS^tc||ff, N, N' - 
*/Hl?aW?y/-^0. 60 g (3. 7mmol) fcirafcT^ttT 2 8#|HJ& 
#bfc„ C1<DK£$&, 60% (wt.) tKn^T^yjkjWll. 86ml 
(30. 3 mm o 1 ) t *r h y t Kb 7 9 ^ 8 m 1 RX* t - 7** J — ^ 4 m 1 <Di& 
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mm^^) KttLxmf£.<Dit&®o. 9 5 g*&n&#&&m#bhxnit w 

$56 1%)„ 

'H-gHB****'** (4 0 OMH z, CDC1 8 ) 6 p pm : 
9.38 (1H, br.s). 7.85-7.80 (2H, m), 7.77-7.71 (2H, m), 
7.62-7.59 (2H, m), 7.45-7.40 (2H, m), 7.29-7.17 (2H, m), 
7.09-7.06 (2H, m), 6.84-6.81 (2H, m). 4.33 (1H, dd, J=9Hz, 5Hz). 
3.67-3.61 (1H, m), 3.50-3.43 (1H, m), 2.93 (3H, a), 
2.38-2.27 (1H, m), 1.61-1.53 (1H, m). 

3 . (±) -n-^^-n- (4-7xy»^y^y^^) - 

2- [2- ('f-T"/]) — 2 , 4 3 — f A>) jfy 

(1) (±) — N— ( t -zf h*^%A'&^J\') -2 - [2- (f7'/y-^-2, 
4-^^-3 -4A>) ^ili^ 7!l^x7f> 

5 KOftfcOICfT'/!! i^-2, 4-^^Srffl^T^ffi0iJl - (1) 

'H-mmU^^f (2 7 OMH z, CDC1,) 8ppm: 
5.98-5.84 (1H, m), 5.38-5.23 (3H, m), 4.63 (1H, dt, J=5Hz, 1Hz), 
4.43-4:34 (1H. m), 3.94 (2H, s), 3.75 (2H, t, J=7Hz), 
2.24-1,98 (2H, m), 1.46 (9H, s) „ 

(2) (±) -N- (4 -y^J ^V^s^sTsfrHrs^fV} -2- [2- (^7/ 
Vi>>-2. 4 3 --f/U) aifvH TV Atx-XFAt 

(±) -N- (t -!7* -2- (2-7^;KU'^) ^ 

JI'W T y *3:xf fc A'©ft;bDfc: (1) "C#fc (±) — N— (t-^h*^*^ 
#-^) -2- [2- (^Ti/U^^-2, 4-*/*l>-S-<< JV) ac^/u] ^y 
TP^M^fc^TlllftflU- (2) - a) fttfb) i:l^<3SU:KJS«:ff 

^-mmfZ&i&X^? h/W (27 0MHz, CDC 1 9 ) 6 p p m : 
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7.82- 7.77 (2H, m), 7.41 (2H, t, J=7Hz), 7.23 (1H, t, J=7Hz), 
7.08-6.99 (4H. m), 5.82-5.67 (1H, m), 5.44 (1H. d, J=10Hz), 
5.27-5.21 (2H, m). 4.43 (2H. d, J=5Hz), 4.08-4.00 (1H, m), 
3.95-3.82 (3H, m), 3.73-3.63 (1H, m), 2.14-2.06 <2H, m) » 

(3) (±) -N-^^-N- U-7 *J**S'<yW*A'fr-t\') -2- [2 

(±) — N— (4 -7 S ■*-Z"<y-£y*JVTk=-J\') -2- (2 -7 9)l"( % K 
scf-A?) T V *^XTAs(Ottt>*)\Z. (2) (±) -N- (4-7 

x/*i<'«ylfl'^*sA') -2- [2- (f7 , /!li > >'-2 1 4-i?*y-3 

-jtu) ^?-a>] yyi/is r v ^^T^m^xm&mi - O) 

'H-gStM*"l^^^ (2 7 OMH z, CDC1 3 ) Sppm: 
7.78-7.73 (2H, m). 7.42 (2H, t, J=8Hz), 7.23 (1H, t, J=8Hz), 
7.08-6.99 (4H. m), 5.78-5.64 (1H, in), 5.37-5.19 <2H, m), 
4.70 (1H, dd, J=10Hz, 6Hz), 4.48-4.36 (2H, m), 3.98 (2H, s), 

8.83- 3.67 (2H, m), 2.87 (3H, a), 2.29-2.17 (1H., m), 2.07-1.92 (1H, m) 0 

(4) (±) -N-^^^-N- (4 -7a; 3rS~<^-g ^/Wft-^) -2- f2 

(±) -N-^f-^W-N- (4 -7s; **y<y-£ y^/wsfc^t/) -2- ( 2 - 
7*A~f $ K^f^) ^y->^ T'J^^^yKOftfcl?^ (3) -C^fc (±) - 
N-pt^U-N- (4 -7 * J ^i/^lsVl/XAsits-tV) -2- [2- (f-T % /9 

«S0|J1- (4) fc|i^3IK:E£&frfcV\ ^fBOfc^&fc&ltfe^&ttSfct U-t# 
it i JtfiW). 

'H-gH^*©*^* h/U (2 7 OMH z, CDC1 8 ) 6ppm: 



i 
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7.78-7.73 (2H. in), 7.46-7.37 (2H, m), 7.25-7.19 (1H, m), 
7.08-6.99 <4H, m), 4.22 (1H; dd. J=10Hz, 6Hz), 3.96 (2H, s), 
3.80-3.62 (2H, m), 2.86 (3H, s), 2.32*2.18 (1H, m), 2.03-1.88 (1H, m) „ 

HK&0IJ 4 . (±) -N-tKB»'/"No-y»»-Na- ( 4 - 7 * / * ->~< 

- 2- [2- (^T'/y^^-2, 4 -^y- 3 -s(/\>) a- 
jfyisyrtv (fll^t£-##^5-4 4) 

(±) -N-^Vl'-N- (4 -y^S *ci/'<l/1>l/*A'-fc^A'\ -2- (2- 

- (4 -7^;**s'<i/Mi/*A'ft.-)v) - 2- [2- (fr x /y^y-2, 4- 
^*->-3-^/w) si^aO :x:/$rfflv^2ll60!l2 i:l*M3U::KJ£;£fTfcv\ ^ 

'H-KStS*^^ h/l' (4 0 0MHz, CDC1.) 6ppm: 
9.17 (1H, br.s), 7.78-7.20 (2H, m), 7.48-7.39 (2H, m), 
7.30-7.04 (6H, m). 4.33 (1H, dd, J=8Hz, 6Hz), 3.96 (1H, d, j=18Hz). 
3.94 (1H, d, J=18Hz). 3.58-3.51 (1H, m), 3.45-3.38 (1H, m), 
2.86 (3H, s), 2.30-2.21 (1H, m). 1.67-1.53 (1H, m) Q 

MM&\ 5 . (±) -N-^^-^-N- (4 -7^/ ^r^^V-g^^yV^-yl/) - 
2- F2- 4—P*y-3-<(A') cn^yw] yyis> m^it 

1-17 8) 

(1) (±) -2 - r 2 — ( 1 t>*?JU**i/t?-JX>*-r*/)) is- 2. A-V* 

y-3 — (») xf;Ul -N- (t -y Y**/jjA>i£=.A<) jty*/y T 

Srfflv^&lfefl&l l - (l) fcW*fcfii&*f?fcv\ ®&<Dit&®Z&&®Vitllak L 

T®fc OR* 7 6%). 
x H-&mf5,*i&X^tr hA/ (2 7 OMH z, CDC 1 .) 6 P p m : 
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8.18 (1H, dd, J=8Hz, 1Hz), 7.67 (1H. dt, J=8Hz, 1Hz), 

7.48 (1H, br.d, J=8Hz), 7.31-7.25 (6H, m), 5.88-5.66 (3H, m), 

5.53 (1H, br.d, J=9Hz), 5.24 (1H. br.d. J=17Hz), 

5.16 (1H, br.d, J=lOHz), 4.71 (2H, s), 4.49-4.42 (3H, m). 

4.28-4.10 (2H, m), 2.24-2.17 (2H, m) 0 

(2) (±) - 2 - [ 2 - (1 -^y^t»'>^Wt'/y y-2. 4-i?# 
y-3-4sl>) x.f-A'] — N — {4-7*./ *i/'<l/ J tl/*/m=.jV) ?))*>y 7 

(±) — N— ( t — 7* h*S<'%J\'tf=./\') -2- (2-7#^"f 5Kxf^) 
V^y 7 V Aot*7VKD ft (1) (±) -2 - [2- 

y- 2, 4 3 -^/W) ai^W] — N— (t-^ 
Hf-fa/H?;^) ^y^y 7UyWai^7 l /WS r fflv>"C^^Jl - (2) - a) R 

I H-&Bm&i&*'<* (2 7 OMH z, CDC l a ) 5 p p m : 
8.15 (1H, dd, J=8Hz, 1Hz), 7.82-7.77 (2H, m), 
7.67 (1H. dt, J=8Hz. 1Hz), 7.48 (1H, br.d, J=8Hz). 7.43-7.35 (2H, m), 
7.32-7.18 (7H, m), 7.05-6.94 (4H, m), 5.90 <1H, d, J=9Hz), 
6.68-5.54 (3H, m), 5.15-5.08 (2H, ro), 4.71 (2H, s), 4.35-4.03 (5H, m), 
2.37-2.23 (1H, m), 2.18-2.05 (1H, m) 0 

O) (±) -2- r 2 - (i -^isy**^ 9 y-2. 4-i>* 

(±) — N— (4 -7^S Sri/^y-V yxA'fc^.jl/) -2- (2-7 # iVj % K 
=-9-Ar) ?V*/y TV A^*7VWDft;b!J£ (2) T*&1t (±) - 2 - [2 - (1 

-^<yVsu**i/t?-ji,*-r 3/y y- 2, 4-V-*y-z -4 jv) *.fju] -n- 
(4 -7*j St's^yM y*/i<fr=.ju) ?})i,y 7 V ^^^^irm^XMMW 
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l H-®m%.&t&X<<? h/U (2 7 0MHz, CDC1 8 ) 6ppm: 
8.16 (1H, dd, J=8Hz, 1Hz), 7.80-7.74 <2H, m), 

7.67 (1H. dt, J=8Hz, 1Hz), 7.48 (1H. br.d, J=8Hz), 7.43-7.36 (2H, m), 
7.31-7.18 (7H, m), 7.08-6.97 (4H, m), 5.82-5.67 (3H, m), 
5.28-5.18 (2H, m), 4.83 <1H, dd, J=llHz, 6Hz), 4.70 (2H, s), 
4.50-4.37 (2H, m), 4.22-4.04 (2H, m), 2.98 (3H, s), 2.33-2.20 (1H, m), 
2.13-1.98 (lH.m) . 

(4) (±) -2- [2- (1 -'<>'VjU**istrjl,*-)-)/V l/- 2. 

JV) J^vU] -N-pt^vU-N- (4 -7iy *ri"<>l£>'Z.A>fr~A') 

(±) -N-^/U-N- (4 -7 zt.J **y<l/^*.Asib—)\>) -2- (2- 
•7 9)V4* K^fvW) ^y->y T V A'.m^-TVl'CDftfc) "9 \C (3) *C#fc (±) - 
2- [2- (1 -^y$^**io»7vU*:J-/J) I/- 2, 4-V*Zs-3->( JV) 
^f'^l -N-^A'-N- (4 -7s; 3- V^yUjfcn jv) Jf})*/^ T 

y As=.*=r>\>%m^X$tMm\ - (4) t|f386U:Kl£;;S:*Tfcv\ mw.<Dit&®&m 

n&ft&&®frk LT^fc (IR^9 9%)„ 

'H-^^il^^ (2 7 0MHz, CDClj) 6ppm: 
8.15 (1H, dd, J=8Hz, 1Hz), 7.78-7.72 <2H, m), 
7.67 (1H, dt, J=8Hz, 1Hz), 7.47 (1H, br.d, J=8Hz), 
7.40-7.23 (8H, m), 7.16 (1H, br.t, J=8Hz), 7.04-6.95 (4H, m). 
5.69 (2H, br.s). 4.82 (1H, dd, J=10Hz, 6Hz), 4.68 (2H, s), 
4.18-3.99 (2H, ra), 3.70 (2H, a), 2.96 (3H, s), 2.35-2.22 (1H, m), 
2.09-1.95 (1H, m) „ 

(5) (±) -N-pt^/U-N- (4 -7 *<\/*& ^*/Wft:=.yl/> -2- T2 
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a) 2 0%*KfcX7i;^V^©5 0%^ftO. 42 g (0. 30mmo 
1) 9 Om 1 ICflMftU (4) (±) -2- [2- (1 — ?^ 

-N- (4 -y*S **/'<lsVl'7>t\'ib^jv) 8 9g (3. Ommo 

1 ) «7h7t Kci77 Vfc}83 Om 1 fcto*., *3fc£B£tTK: 5 0 TCC 2l$|8J8lr 
U<£#Lfc. R£*!£4&$riaiSU I, T (±) - 2- [2- (1 

yW-N- (4-7iy^^y-gy*y|/^s:/l/) 6 2 g 

, H-M^*ill^^hA' (2 7 0MHz, CDCI.) 5ppm: 
8.15 (1H, dd. J=8Hz, 1Hz), 7.75-7.65 (3H, ro), 7.45 (1H, br.d, J=8Hz), 
7.42-7.33 (2H, m), 7.29-7.16 (2H, ro), 7.06-6.94 (4H, m), 
6.68 (1H, d, J=llHz), 6.58 (1H, d, J=llHz), 
4.79 (1H, dd, J=10Hz, 6Hz), 4.19-4.03 (2H, m), 2.91 (3H, s). 
2.35-2.21 (1H, m), 2.07-1.92 (1H, m). 

b) ±BEa) xnitl -t Yv*i/*?A'tot:'r k Ko77V30ml|^ 
A?U 1 N^ftt b y ^ A 1 5 m 1 SrJBtT 1 «fMlftl$ 6 NJfi$Tf fll Lfc 

EEMU B&mMto$:V=?'A'^~^>l'Vi!lc&LTl&m><D{k&<&l . 33g^g 
£t&*tLT#fc (1151^8 7%), 

'H-Waft****** Vfr (2 7 OMH z, CDC 1 r DMSO-d,) 
6 p p m : 

10.60 (1H, br.s), 8.06 (1H, br.d, J=8Hz), 7.83-7.77 (2H, m), 
7.65 (1H, dt, J=«Hz, 1Hz), 7.43-7.35 (2H, m), 7.23-7.14 (3H, rn), 
7.08-6.97 (4H, m). 4.76 (1H, dd. J=llHz, 6Hz). 4.18-4.00 (2H, m). 
2.98 (3H, s), 2.38-2.24 (1H, m), 2.12-1.96 (1H, m). 
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HffitW 6 . (±) -N-bKP^-^-Ntt-^^-Ntt- (4-7 ^J*j"< 
yj£y - 2- [2- is- 2, 4-*J*y-3-JsU) ^=f- 

>U1 tfy*/VT% K '(ffl^fc^-ftM 1-25) 

(±) -N-^f-A'-N- (4 -y^j *$"<y-gyx/\'ft=-;i') -2- (2- 
7^H5Kx^) ?V isy<Dftt> 5 -C#fc (±) -N-^^-N 

- (4 ^7x.S = - 2 - [2- (^-^-'/y 2, 

gt£: 1 2 6-1 281C (##) 

'H-^^^fll^^^.h/U (400MHz, DMSO-dj) 5ppm: 
11.45 (1H, s), 10.76(1H, d, J=lHz), 8.96-8.94 (1H, m), 
7.91 (1H, d, J=7Hz), 7.79-7.76 (2H, m), 7.68-7.64 (1H, m), 
7.47-7.41 (2H, m), 7.26-7.06 (7H, m), 4.32 (1H, dd, J=9Hz, 6Hz), 
3.80-3.68 (2H, m), 2.95 (3H, s), 1.94-1.75 (2H, m) 0 

HJfe^J 7 . (±) — N— (4-7^y **y<yMy*/Viti~)\>) -2- [2- (=fr 

i-^yy-2, 4-¥*y-z-4 *>) rvt/y m*to&m** i - i 

7 7) 

(1) (±) -2- [2- (l-^y-W^fW/!lV-2, 4-*S* 
y-3-jj\>) J-fvW] — N — (4~7^y ^-^^-g^^^^riyw) ^U->y 

*160!l5- (2) (±) -2- [2- (l-^^tf^W^vW*-^/ 

D^-2, 4 -tty- 3 -W/W) i^/W] — N— (4-7iy'^->"<yf^yi' 
tf^/i') ^»J^> 7'J /I'MxA'&ffl^Tiyfiflll - (4) tmm^St.T])^UC 

'H-^JB^feql*'** (2 7 0 MH z , C D C 1 ») 5 p pm : 
8.14 (1H, dd, J=8Hz, 1Hz), 7.80-7.74 (2H, m), 
7.38 (1H, dt, J=8Hz, 1Hz), 7.48 (1H, br.d, J=8Hz), 
7.42-7.34 (2H, m). 7.31-7.17 (7H, ro), 7.05-7.01 (2H, m), 
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6.98-6.93 (2H, m), 5.92 (1H, br.d, J=9Hz), 5.68 (2H, br.s), 
4.68 (2H, s). 4.24-4.02 (3H, m), 2.35-2.22 (1H, m), 
2.16-2.04 (1H. m) „ 

(2) (±) — N— (4 -y^J *~y<>-\Zl/XsUfc^;\s) -2- [2- 

(i) vniz (±) -2- [2- (i —* % si?A'*>**s y y- 2, 

4-iP^ry-3-y(jU) x.<J-)V\ — N — (4 -7»; ^'^•g^.X^jfc^AO ^ 
!> f^£ffl^T2Ufe01j5- (5) -a) &tfb) tP^Kflfc^^**^^ 

'H J*'** (2 7 0MHz, DMSO-d a ) 6 p p m : 
11.43 (1H, s), 8.19 (1H, br.d, J=9Hz), 7.91 (1H, br.d, J=7Hz), 
7.80-7.75 (2H, m), 7.66 (1H, dt, J=7Hz, 1Hz), 7.49-7.42 (2H, m), 
7.27-7.03 (7H, m), 4.02-3.77 (3H. m), 2.02-1.72 (2H, m) „ 

8 . (±) -N-t KP^i/-Ntt- (4 -V su;**/'<y-£y*j\>-fr=^ 
/V) -2- [2 - (2-*1-)/V y- 2. 4-i?*-y-3-y(jl>) x-fM ?}) 

yrjJL m^^rnm^- 1 - 9 ) 

HlS0iJ7X»#fc (±) — N— {4-7 *J ^t/^Wvxfr-fc-fr) -2- [2 

- (*^/!;y-2, 4-^*^-3-^^) ^Sr/fl^mifem 

$7 3%) 0 

Jft£ : 1 8 4 - 1 8 5*C 

'H-ttflrat**:*'"** (4 0 OMH z, DMSO-d a ) 6 p p m : 
11.42 (1H, s), 10.58(1H, d. J=2Hz). 8.90 (1H, d, J=2Hz), 
8.10 (1H, d, J=9Hz), 7.92-7.90 (1H, m), 7.80-7.75 (2H, m), 
7.67-7.63 (1H. m), 7.47-7.40 (2H, m), 7.25-7.16 (3H, m), 
7.11-7.04 (4H, m), 3.89-3.82 (1H. m), 3.78-3.67 (2H, m). 
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1.86-1.76 (1H, m), 1.69-1.60 (1H, m)„ 

(±) -N- h^i/^-yiiy^^^M - 2- C 2 - (f 

( 1 ) (±) -2 - [2- (\-<<l/i?As*'**s**'A>\£ ]) $i?> — 2. 

y-3 — (/u) ai^vH — N — ( t -7 SVisy tVju^x 

7*>\>"< 5 \?<Oftt>V\Z 1 -^>^t^5/^f/H^D 2, 4 -i?^-^ 

£fflv^T^liS0iJl - (l) t P«6fcE£<HTfcv\ &^fc#&£&&il&tt4&a: L 
T#fc «R^7 8%)„ 

i H-mm^m^^ (27 omh z , cdci.) « P pm : 

7.36-7.30 (5H, m), 7.24 (1H, d, J=8Hz), 5.96-5.82 (1H, m), 
5.74 (1H, d, J=8Hz), 5.50 (1H, br.d, J=9Hz), 5.35-5.21 (4H. m). 
4.64 (2H, s), 4.57 (2H, br.d. J=6Hz), 4.48-4.37 <1H, m), 
4.12-3.95 (2H, m), 2.17-2.09 (2H, m)„ 

(2) (±) -2 - [2- (1 -^W )V* tvW g */y- 2. 4-^ 

y-3 — f/W) JifvUI -N- (4 V^i/^<y^y^jVi^—fV) 
7 \) ;\,zsl*tA> 

(±) -N- (t -zf -2- (2 ^ Y^tf- fr) if 

Vi/y T PA'&^A'OftfeOK: (1) (±) -2- [2- 

A'**^fA'e!l?^-2, 4-^2|-y-3-^/W) si^vU] — N— (t-^ 

1- (2) -a) Rtfb) fcPM»fcKJS;«riTV\ Lt 
#fc (i|5l* 9 3%)„ 

'H-&&&#i«|*'<* (2 7 OMH z, CDCI 8 ) 5 p p m : 
7.81-7.76 (2H, m), 7.36-7.30 (5H. m). 7.24 (1H, d, J=8Hz), 
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6.95-6.89 (2H, m), 5.80-6.62 (3H, m), 5.23-5.14 (4H, m), 
4.64 (2H, s). 4.39-4.27 (2H, m), 4.20-4.04 (2H, m), 
3.97-3.87 (1H. m), 3.84 (3H, s). 2.25-1.98 (2H„ m) 0 

(3) (±) -2 - [2- ( 1 -^^/Hj-fryy ^yufl) $ jfy- 2, A-V* 
y-3-J/U) zcfvi/] — N — (4-t YZfi/^yMyxjVib^/v) ?\)*yy 

(2) Vfflt (±) -2- [2- ( I -^y>J/V***s}?->\,\? ]) * yy- 2, 

i/y TVA'^xrA'&m^xnMMl- (4) £TOKfl!i7!J>'i'K£«:fTftV\ 
&SB<&fls£fcfc£*fe#£te@*iLT#fc 0K$2 5%). 

'H-^^^h/l/ (2 7 0MHz, CDCl a ) fippm: 
7.81-7.76 (2H, m), 7.35-7.27 (6H, m). 6.96-6.91 (2H, m). 
5.90 (1H, br.d, J=9Hz), 5.76 (1H, d, J=8Hz), 5.23 (2H, a), 
4.63 (2H, s), 4.10-3.88 (3H, m), 3.84 (3H, s), 2.88-2.15 (1H, m), 
2.08-1.97 (1H, m) . 

(4) (±) -N- (4 hfrS^Vif ^*;Hfc=.;i/) - 2 - [2- 
y-2. 4-i?*y- 3 -<< ;u) m ?vu] jf\) */y 

(3) Vft*. (±) -2 - [2- (l-^^^^tf!|9S?y-2, 
4-^*^-3 — fyw) a:**] — N— (4 -p* y^;HJ>=.^) if ]) 

i/y&B^xnmws- (5) -a) &t*b) fcEH*teR£trfTfcv\ gac^s- 

, H-tMgft*q|X'<*' (2 7 OMHz, CDC l,-DMSO-d 6 ) 
6 p pm ; 

10.47 (1H, br.d, J=6Hz), 7.83-7.77 (2H. m). 7.13 (1H, dd, J=8Hz, 6Hz), 
6.97-6.92 (2H, m), 6.05 (1H, br.d. J=9Hz), 6.64 (1H, dd. J=8Hz. 1Hz). 
4.14-3.88 (3H, m), 3.85 (3H. s), 2.23-1.97 (2H, m). 
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1 0 . (±) -N-bKa»->-Na- (4 Y^^V-ZV 
IV) -2 - t*Sy-2. 4-^21-^-3-^) a-fvW] WsVTX 

_K (01J^k^«3#-^5-4 3) 

3?flS0>J9T#fc (±) -N- (4-p» h*i"<y*VyxsV7b-A<) - 2- [2- 
(f!l 4-^-3-^*) ^£JflV*T3?lfc0t|2 i 

J$i5 9%)„ 

1 12-1 151C 

'H-i»a*"l^ (4 0 0MHz, DMSO-de) Sppm: 
11.09 (1H, br.d, J=6Hz), 10.63 (1H. br.s). 8.87 (1H, br.s), 
7.93 (1H, d, J=9Hz). 7.78-7.66 (2H. m), 7.40 (1H, dd, J=8Hz, 6Hz), 
7.06-7.01 (2H. ra), 5.55 (1H, dd, J=8Hz, 1Hz), 3.82 (3H, s), 
3.75-3.54 (3H, m), 1.77-1.68 (1H, m), 1.58-1.49 (1H, m) „ 

1 1 • (±) -N- (4-pt h*i/H''&yx;V7fr~A') - 2- [2- 

A-V*y-z-4A* ai^yu] jf\)>yy m^it^m^ l - i 

6 8) 

( 1 ) (±) -N- ( t -7 Y^i/Jjfr-fc-jV) -2- [2- [1- (2-MM 

(±) — N— ( t h^rfjbyHK^yW) jfc^-fc »J y T ]} yWa^rvK^ftfr «J 
I- (±) — N — ( t h^^jt/yujj?— AO *tt!)'y ^^A^j^-rA-fc, 7 
*a-.Y $ KOftfcQK: 1 - (2-hV *5-jV*/y>v) ai b^>y ^A/**f^y V- 
2, 4- ^:;J-:<'£J^-C2lJfc0iJl - (1) &PM9g£Kfi:&fr&v\ &fB<J!Mfc-£&£r 
itfejfctt&i Lt^lfc (W^7 9%) 0 

'H-&fl£^&i&*^* Yfr (2 7 OMH z, CDC 1 4 ) 6 p p m : 
8.17 (1H, dd, J=8Hz, 1Hz), 7.66 (1H, dt, J=8Hz. 1Hz), 
7.43 (1H, br.d, J=8Hz), 7.39-7.25 (6H, m), 5.66-5.51 (3H, m), 
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5.02 (1H, br.d, J=13Hz), 4.96 (1H. br.d, J=l3Hz), 4.53-4.45 (1H. m). 
4.30-4.12 (2H, m), 3.75-3.68 (2H, m). 2.26-2.17 (2H, m), 1.44 (9H, s), 
0.98-0.91 (2H. id), -0.02 (9H, s)„ 

(2) (±) — N— (4-^ h*i/'<>-&Z/XJl'fc—A') - 2- f 2 - 

(±) — N — (t-^f^^A'^V) -2- (2 -y9A"( 5 K*f^) ^ 
Ui^y T y A^^TvK&tt*??) »c (1) (±) -N- ( t -y 

- 2- [2- [l- (2-vv trw)*) h**y*3-/i"*i- y /}) y 

-2, 4 -i*3t-y- 3 --fyw] ^y^y ^y^ywx^^yWS:, 4-7s 

;*<>'<ygy^A'*=yi'^o!J K<z>ft*>9 tc4 h ^■^y-^y^X'jj;^^ 

O!) K£fflV^T3llfe0»Jl - (2) - a) &tfb) k H3«fcKtf:?HT* V\ &fa<Dft 
^^feWtlt#fc (W2 7%)„ 

'H-^^*^*'** (2 7 0MHz, CDCl s ) 6ppm: 
9.57 (1H. br.s). 8.07 (1H, br.d, J=8Hz), 7.79-7.74 (2H, m), 
7.61 (1H, dt, J=8Hz, 1Hz), 7.29-7.09 (7H. m), 6.88-6.83 (2H, m), 
6.24 (1H, br.d, J=9Hz), 4.85 (1H, d, J=13Hz), 4.76 (1H, d, J=13Hz), 
4.32-4.02 (3H, m), 3.82 (3H, s), 2.46-2.05 (2H, m)„ 

(3) ( + ) — N — (4 V*i"<VMVWfr->\>) -2- [2- 

(2) (±) -N- (4-^ Y^-'s^yTZy^jvib-jv) - 2- [2- 

^x&mms- (5) - a) bmmfc&L^yVfrBL&zfttew m<Dfo&m&& 

fe»*fcU-C»& 0fci$S8 5%) o 

'H-gflt^^^h/V (4 0 0MHz, DMSO-d 6 ) 5ppm: 
12.69 (1H, br.s). 11.42 (1H, s), 8.05 (1H, br.d, J=9Hz), 
7.91 (1H, d, J=8Hz), 7.72-7.63 (3H, m), 7.22-7.16 (2H, in). 
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7.05-7.01 (2H, m), 4.00-3.93 (1H, m), 3.87-3.74 (5H, m), 

I. 98-1.89 (1H, m), 1.82-1.73 (1H, m) 0 

HK50iJ 1 2 . (±) -N-tKo^-Nc- (4 h^i/^y-VyxjUftzL 

/w) -2 - [2- y y- 2. 4-i?^y-3-^ ?u) ji^w] yyt/yy 
i_K (0y^k^#^i -2) 

3US0IJ1 (±) -N- (4-^ Y^'s^yVy^tVfr^A,) -2 - [2 

- (*1-y})y-2, 4-i?*>-3 fA*) a^AO f^£fflV^T^Jfe0IJ2 

$83%) g 

M& : 1 7 3- 1 7 4t 

'H-gt««#i|^hyl/ (4 00MHz, DMSO-d a ) 5ppm: 

II. 4 1 (1H, br.s). 10.56 (1H, br.s), 8.87(1H, br.s). 
7.96-7.90 (2H, m), 7.78-7.68 (3H, m), 7.22-7.15 (2H, m), 
7.04-7.00 (2H, m), 3.90-3.65 (6H, m), 1.89-1.75 (1H, m), 
1.68-1.59 (1H, m) . 

1 3 . (±) -N-jtfvW-N- (4 -7 ^i/^VMy^jVfc^jV) 

- 2 - [2- (b'!l$S?y-2, 4-^^-^-3-^/W) J?vH V (1) 
(±) -2- [2- (1 5 2, 4--^^-^-3 

-4 A*) a:f-/t/] -N- ( t -:/ h*i'i>/i'tf=i/u) ^yVi^^y-jv 
(±) -N~ ( t -zf \-**/iiA''fc~ /V) 1^Z±})1/ T V Aoc^TVKDftfc 1 ? 
\Z. (±) — N— ( t -y h^r-^*^— yW) ^y^n^f^i, 7 

#fc m&7 4%)„ 

'H-tS^^hA' (2 7 0MHz, CDC1,) 6ppm: 
7.47-7.30 (10H, m), 7.21 (1H, d, J=8Hz), 5.70 (1H, d, J=8Hz), 
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5.54 (1H. d, J=9Hz), 5.19 (2H, s), 5.10 (2H. s). 4.63 (2H, s), 
4.50-4.42 (1H, m), 4.08-3.97 (2H, m), 2.18-2.10 (2H, m), 1.44 (9H, s) „ 

(2) (±) -2- [2- (i-^isVjvjr^i/t^twy) %*sv-2, 4-*y* 

a^-yw] — n — (4-731/ *t*y<i'-\ti/*>v&^A') try 

(±) — N— ( t -7* h*-t'$Jl'7$=./U) -2- (2 --7f/\"{ 5 Y^jV) ff 
V*yy TV As0>ftt>9\z. (1) -C#fc (±) -2- [2- (l-^^ 

/W2j-^i/^f-/wb*y ^ i?>- 2, 4-$>*y-3— fyu) ^^vw] — n— (t-7* 

h*^*A/#=:A') ^^C/y ^y^^^x^^fflV^THteW 1 - (2) -a) 
9%). 

, H-mm%.mm*'<? (2 7 OMH z, CDCl,) 5ppm: 
7.79-7.73 (2H, m) f 7.42-7.28 (10H, m), 7.24-7.17 <4H, m), 
7.04-6.99 (2H. m), 6.94-6.89 (2H, m), 5.91 (1H, d, J=9Hz), 
5.69 (1H, d, J=8Hz). 5.19 (2H, s), 4.93 (1H, d, J=12Hz), 
4.84 (1H, d. J=12Hz), 4.63 (2H, s), 4.21-4.08 (2H, m), 
3.98-3.89 (1H, m), 2.32-2:19 (1H, m), 2.12-2.00 (1H, m) , 

(3) (±) -2 - [2- (1 $j?y-2, 4-5?*- 

(2) (±) -2- [2- (1 -^y^A-^i/^fvWt'y $ 2, 

4-^*>--3— f A') ^f-AO -N- (4-7iy *i"<l/l£ y*/U;fc=./W) ^ 

yt/y ^y^/w:**xA'£^T£160i}i - (3) fcR#fc*7-/WfcRj&fc*T& 

'H-fel^ftil^^ (2 7 0MHz, CDCl,) 5 p p m : 
7.74-7.68 (2H, m), 7.44-7.36 (2H, m), 7.35-7.28 (8H, m). 
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7.25-7.19 (4H, m), 7.06-7.01 (2H. m), 6.93-6.87 (2H, m), 

5.74 (1H, d. J=8Hz), 5.23 (2H, s), 5.02 (1H, d. J=l2Hz), 

4.93 (1H, d, J=l2Hz), 4.82 (1H, dd. J=10Hz, 5Hz). 4.62 (2H. s), 

4.16-3.96 (2H, m). 2.89 (3H, s), 2.28-2.15 (1H. m), 2.08-1.93 (1H, m) „ 

(4) (±) -N-jt^/W-N- (4 -7x.J 3">^<^-t?^.*/Ufr~yl/) -2- f2 

(3) VUtz (±) -2 - [2- (1 — <yJjV**i/*?-A'\?\) 5 i?y- 2, 
4-$?J*-y-3— f AO -N-^A'-N- (4 -7a; *Z"<l/-\Zl/?. 

if\) yy -O^^^/U^m^XmH&MS - (5) - a) Mb) 

'H-i«S(*i|^^h/K2 7 0MHz, CDCl a ) 8ppm: 
9.90-9.88 (1H, m). 7.77-7.12 (2H, m), 7.45-7.34 (2H, m), 
7,23-7.17 (2H, m), 7.06-6.99 (4H, m), 5.76 (1H, d, J=8Hz), 
4.76 (1H, t, J=7Hz), 3.96 (2H, t. J=7Hz), 2.86 (3H, a), 
2.34-2.09 (1H, m), 1.97-1.84 (1H, m)„ 

1 4 . (±) -N-bKP^->--Na->^-Na- (4-7 zr.S 
^y-VlsX/Ufc-As) - 2- [2-f'J $j?Zs- 2, 4 -i?*y- 3 -WAQ 
AO ->^t$ K 5-29) 

^Jfe0!ll3-C#fc (±) -N-^^/U-N- U-T^y*^ 
A') -2 - [2- (t*y*i?^-2, 4 -i?*^- 3 —l' AO ^^^] ^!)i/^& 

Stt@*tUj|fc (IR^8 7%)„ 

'H-gKSi*!!^^ ^ (4 0 0MHz, CDClj) 6ppm: 
10.06 (1H, 8), 10.04 (1H, s), 8.53 (1H, a), 7.70 (2H, d, J=9Hz), 
7.42-7.38 (2H, m), 7.25-7.19 (2H, m), 7.07-6.98 (4H, m), 
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5.73 (1H, d. J=10Hz), 4.12 (1H, dd, J=14Hz. 7Hz), 3.80 (2H, t. J=6Hz), 
2.84 (3H, s), 2.30-2.22 (1H, m), 1.58-1.53 (1H, m) e 

1 5 ' (±) -2- [2- (5 -^f-/Uh'V $ i/y- 2. 4-**y-3 
-jfr) jc^yW] -N-j^^-N- ( 4 - 7 J 3r j/^l/H lsX/V>fc =^JV) if V 

(1) (±) -2- [2- (1 5 !> 

2, 4-^^-y- 3-^yW)3:^;U]-N-(t-y h»^^yU3K=>>U)y^^^ 

(±) -N- ( t --f y*r*/ivjv&=.;v) *^t!)^ r y ^^^vvKDftfr 9 

I- (±) — N — ( t J*3r ^*A^jJ?si>W) J^^-feV^ 'O'i/jUx.XirJl'&s 7 

-V*>&m^xn®Ml - (1) fcH«fcRj£«rftfcv\ m&.<Dikft®*b&Vi 

tfik Lttfe (l|R^5 1%)« 

'H-MSS^*Bi^^^ (2 7 OMH z, CDC1 8 ) 5 p p m : 
7.34-7.28 (10H, m), 7.06 (1H, s), 5.71 (1H, d, J=8Hz) f 
5.20 (2H. s). 5.13 (1H, d, J=12Hz), 5.08 (1H, d, J=12Hz), 
4.60 (2H, s), 4.18-4.07 (3H, m), 3.58-3.47 (1H, m), 2.19-2.09 (1H, m), 
1.98-1.82 (4H, m), 1.55 (9H, a) 0 

(2) (±) -2 - f 2 - (1 — <y*?jU**js*?-jU-5-* 1 ?Jl'Z'}) Xi?y- 
2, 4 -*s*V- 3 Jc^vH — N — (4 -7*. J 

(±) -N- ( t -7~ Y**Sj}>\>'1£—>\') -2- (2 -7 9A"< 5 Y^JV) ? 

Vi/y T ]) )^^*7-^<DiXt> 0 ir. (i) xntz. (±) -2- [2- (l-^^-^ 
A'* S-pt^A-tTy 5 2. 4 -^^-^-3-^^) - 

N- (t-^hf/***^) Wsis ^^^aLXTvu&ffll^Tlllfcfll 1 - 
(2) - a) fttfb) bffimzRf&Z'frte^, 8MB0ft£>'|fc&&&#AttB#& L 
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mtz (HR $3 6 4%) c 

'H-^*i6^^h/K2 7 0MHz t CDCI.) ippm: 
7.77 (2H, d, J=9Hz), 7.39 (2H, t, J=8Hz), 7.35-7.27 (8H. m). 
7.22-7.16 (2H, m), 7.06-7.00 (3H, m), 6.92 (2H, dt, J=9Hz, 3Hz), 
5.95 (1H. d, J=9Hz), 5.18 (2H, s). 4.90 (1H, d, J=12Hz), 
4.84 (1H, d, J=l2Hz), 4.61 (2H, s). 4.22-4.08 (2H, m), 
4.00-3.90 (1H. m), 2.32-2.20 (1H, m). 2.12-1.99 (1H, m), 
1.86 (3H, s). 

(3) (±) -2 - C 2 - ( 1 -*<y A*- 5 5 

2, 4-*?*V-S -4 JV) -N-^^U-N- ( 4 -7 x J 3rS/"<-tf V 

(2) (±) -2- [2- ( 1 —*y&JU*-*tif*f-&- 5-^f-;wtru 
$^V-2, 4 -5?aJ-y~ 3 -- f*) at*-*] — N— (4-7iM^^^ 

j/iJi/y .^v^/w-i^xywSrfflVNTHjte^l - (3) t^lc^^yu 

'H-^8t^*iJ&^^^ fyu (2 7 OMH z, CDCI,) 5 p p m : 
7.71 (2H, d. J=5Hz), 7.43-7.24 (11H, m), 7.22-7.17 <2H. m), 
7.06-7.02 (3H, m). 6.90 (2H, d. J=5Hz), 5.23 (2H, s), 
5.01 (1H, d. J=12Hz), 4.96 (1H, d, J=12Hz), 4.86-4.78 (1H, m), 
4.61 (2H, a), 4.08-3.96 (2H, m), 2.86 (3H, s), 2.34-2.18 (1H, m), 
2.12-2.00 (1H, m). 1.58 (3H. s) „ 

(4) (±) -2 - T2- (6-^f;Uf !l^i;y-2. 4 - S^y- 3 -.Y ;H 

(3) (±) -2- [2- (1 

$ y - 2 , 4 8 AO ^.^/U] -N-*?VU-N- (4-7xy* 
i^^yg^^/W^^.fU) ^JjS/y '<l'i>/loc*7Vl'&fflV>-C5- (5) -a) R 
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fc£V9&&&ft*tLXWt (IRS553 9%) 0 

'H-Wftil^^hl' (2 7 0MHz, CDCI.) fippm: 
9.79 (1H. d, J=3Hz), 7.74 (2H, d, J=5Hz), 7.38 (2H, t, J=3Hz), 
7.31-7.22 (1H, m), 7.08-6.95 <5H, m), 4.78 (1H, t, J=9Hz). 
8.99 (2H, t, J=3Hz), 3.82 (3H, s), 2.30-2.18 (1H, m), 
2.10-1.95 (1H, in). 1.57 (3H, s) , 

MM® 1 6 . (±) — N — t Ka*fr-2- [2- (5-/»>Wtf'J $ is I/- 2 . 

y*^;j>:=.;W) ^DfryTSK (Macfe*-*** 5-33) 

5Tft (±) -2- [2- (5 Sfr^-2, 4-fr>y 
-3--OU) -N-p^^-N- (4 -^x/^fr^yif y^^sjN=:/W) 

^Sr&fet&^fc LX#fc (4X^6 5%). 
M& : 1 6 6-1 6 7t (&M) 

l H-mm%.&1&X'*? h» (4 0 OMH z, DMSO-de) 6ppm: 
10.93 (1H, s), 10.73(1H, s), 8.94 (1H, s), 7.77 (2H, d, J=9Hz), 
7.45 (2H, t. J=8Hz). 7.30 (1H, d, J=5Hz), 7.26 (1H, t, J=7Hz), 
7.14-7.06 (4H, m), 4.27 (1H, dd, J=9Hz, 6Hz). 3.65-3.53 (2H, m), 
2.92 (3H. s), 1.76-1.66 (5H, m) » 

%Mm 1 7 . (±) -2- [2- (5. 6-fr;<?vWg}j *VV-2, 4-fr^ 

*SV (« jj%flsW«f#* 4-178) 

( 1 ) (±) -2 - [2- ( 1 -«< ;/ 3? A**-* 3^ 5. 6-fr^^Vl/hTU 5 

fry- 2. 4-^-3-^f») J?vH — N — (t-^K'^^V) if 
V fry ^yfryUa.^xA' 
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(±) -N- (t fc^-tyy T V fr^XT/UOftfr*) 

\Z (±) -N- (t -7 *ffc!)y ^V^U^.^T-Vl'*, 7 

*A"f * h*0>ftt>9 £ 1 tyi?Jl'*3ci/t?-/U- 5 >J * */y- 2, 4 

-^^ffl^T&jfcm - (i) tra«K:E£&fr*v\ «gia<Dft-a-i|gj£&jt& 

ift^^ LT®fc (4X^6 9%)„ 

l H-&Bm#i!§*'<* WW (2 7 OMH z, CDC1.) Sppm: 
7.33-7.26 (10H, m), 5.56 (1H, d, J=9Hz), 5.41 (2H, a), 5.08 (2H. s), 
4.65 (2H, a), 4.48-4.41 (1H, m). 4.10-4.01 (2H, m), 2.31 (3H, s), 
2.17-2.07 (2H, m), 1.91 (3H, a), 1.44 (9H, s) . 

(2) (±) -2 - [2- (1 -^y^M-fri/y 3vw-5. 6-j;^f;Uf H 
*?y-2. 4 — jt&y — 3 —4 AS) — N— ( 4 - 7i Vtf y*jV 

(±) — N— ( t -7 Y**/%tVifs~>V) -2- (2-7^^;Kxf^) if 
T VA'X-xT-A'Mt&Vlz. (1) (±) -2 - [2- (1-^yV 

a****s 6 ^ try ?^y-2, 4-s>;*y-3 — r^) 

tttllfc (IR^2 8%)„ 

l H-mm$L&i&X'<* hfr (270 MHz, CDC1 8 ) 5ppm: 
7.79-7.74 (2H, m), 7.42-7.15 (13H, m), 7.04-6.99 (2H, m), 
6.94-6.88 (2H, m), 6.02 (1H, d, J=10Hz), 5.40 (2H, s), 
4.91 (1H, d. J=12Hz), 4.81 (1H, d, 12Hz), 4.65 (2H. a), 
4.19-4.08 (2H, m). 3.99-3.89 (1H, m). 2.33-2.14 (4H, m), 
2.11-1.99 (1H, m), 1.90 (3H, a) . 

(3) (±) -2 - f 2 - ( 1 -s<y<JjU**js* 5. 6-3?y*yUgU5 

i?y-2. 4-*J*y-z-4 jv) *.+a/\ — n - y ^-^-n- (4-7«;»*/ 
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(2) Vfflt (±) -2- [2- ( 1 -sOi/As**i//?-sU- 5, 6-^3" 

/wtry5i?>-2, 4-j?*y-3 7-^/w) ^/u] — n — (4-7i/*My 
-gy^A-Tfc-vu) ^y^v ^^^^A'&Jijv^-t^llfcfliJ 1 - (3) tmm^ 
**vWfcRjSfcfr*v\ £IBOte£|&£&ft&j!ii#& LT^fc (M ; £fl;i$)o 

'H-W^ll^^ h/l' (2 7 0MHz, CDC1.) fippm: 
7.78-7.68 (2H, m), 7.43-7.19 (13H. ro), 7.06-7.01 (2H, m), 
6.93-6.87 (2H, m), 5.45 (2H, s), 5.01 (1H, d, J=12Hz), 
4.93 (1H, d, J=12Hz), 4.82 (1H. dd, J=l0Hz, 5Hz), 4.64 (2H, s), 
4.14-3.93 (2H, m), 2.91 (8H, s), 2.83 (3H, s), 2.26-2.13 (1H, m), 
2.07-1.94 (4H, m) . 

(4) (±) - 2- [2 - (5. * ?y-2, 4-3?*-^-3- 

(3) (±) -2- [2- (1 -^'sjV***,}^^- 5, 

A'fU 5^^-2, A-VXV-Z — fA-) :n^A] _ N - > ^A-- N - (4-7 

^:'^A-:£.x-7Vi'&fflV'>T2i;te0iJ5 - 

(5) -a) &x^b) twim^u^y^^R^R^^^^^^^^jum^ 

l H-^*i|^^ (2 7 0MHz, DMSO-d,) 6ppm: 
10.96 (1H, s), 7.81-7.76 (2H, m), 7.49-7.43 (2H, m), 
7.28-7.22 (1H, m), 7.16-7.07 (4H, m), 4.46 (1H, dd, J=10Hz, 6Hz), 
3.69 (2H, t, J=8Hz), 2.82 (3H. s), 2.10-1.98 (4H, m), 
1.76-1.66 (4H, m) . 

1 8 . (±) -2 - [2- (5. 6--^f/Hf!J;i?y-2, 
is-a-JM a&»A0 -N-l:KP^'/'-N(t-^^-Ntt- (4-7:n/=fr 



WO 99/51572 



PCT/JP99/01751 



160 

^y^yr; k (flaHk^M-f - 4 -25) 

m«S0lJl7t?#fc (±) -2- [2- (5, 6-v?^Wy>;i?y-2, 4- 
;l>) x-J-jV] -N-^ ^vU-N - (4 -7zcJ ^VO'-tfi'**'* 

gk&: 1 7 9- 1 8 0*C 

l H Yfr (400MHz, DMSO-d e ) 6ppm: 
10.94 (1H, s), 10.73(1H, d, J=lHz), 8.94 (1H. d, J=2Hz). 
7.78-7.75 <2H, m), 7.47-7.42 (2H, m). 7.25 (1H, t, J=7Hz), 
7.14-7.08 (4H, m), 4.27 (1H, dd, J=9Hz, 7Hz), 3.64-3.52 (2H, m), 
2.93 (3H, a), 2.05 (3H, s), 1.84-1.65 (5H, m) „ 

Hl(fi0tJ 1 9 • (±) -2- (2-7»^;Kx^) -N- C4~ 
(1) (±) — N— (t -if Y^i/jD^X-fl,) -2- ( 2 - 7 » yU/f 3 Ka^AO 

(±) — N — ( t --f h^r>>*^3j?=.^) m!Jy TJJ Ao^TVWDftfr"? 

(±) — N — (t — 7* h^S'flA'jKs.A') jft^-fe »J ^ ^VS^/Wrt^x^Srffl V* 
T^ifcm- (1) fcPI«tR^S:n>teV^^|B^b^^fi^5|ci; LT#fc (IR 
$5 8%), 

•H hA- (2 7 OMH z, CDC1.) fippro: 
7.89-7.78 (2H, m), 7.74-7.68 (2H. m), 7.40-7.28 (5H, m), 
5.31 1H, d, J=9Hz). 6.07 (1H, d, J=12Hz), 5.01 (1H, d, J=12Hz), 
4.51-4.33 (1H, br.s), 3.78 (2H, t, J=9Hz), 2.30-2.18 (2H. m), 
1.43 (9H, s) 0 



(2) (±) -2- (2 -7#J\"< $ Kafyu) — N — [4- (t'V 4 -J 
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(±) — N — (t-yh^^^W -2- (2-7^yK5Kxf;u) if 
Vi/is T y jU^^y^jU(DRt>K) J- (±) — N— ( t -Zf h^rf^A'xK-yl') -2 

ygyM*i^o!l K<Oftfc>»3K4- (t* y 4 ->r ^s^vi* y 
;wu*=A<*py K£fflV^2!lfe0iJl - (2) - a) &tfb) h mmzR&Zfitl: 
V\ glgeote&4&fc6&#fi I te@{*a: L"C#fc W&1 3%) 0 
'H (2 7 0MHz, CDC 1 „) 6 p pm : 

8.52 (1H, d, J=4Hz), 7.87-7.76 (4H, m), 7.74-7.65 (4H, m), 
7.39-7.23 (5H, m). 7.23-7.14 (1H, m), 7.08 (1H, d, J=5Hz), 
6.88 (1H, d, J=3Hz). 5.51 (1H, d, J=9Hz), 4.84 (1H, d, J=12Hz), 
4.77 (1H, d, J=12Hz), 3.98-3.82 (1H, m), 3.80-3.65 (1H, m), 

2.25- 2.10 (2H. m) „ 

(3) (±) -2- (2 -7*7U-f ^ Y^JV) — N — [4- — ( 

(2) (±) -2- {2--7$>\>H % K^fvW) — N — [4- (t'VVy 

MM5- (5) -a) fcR«|clft^s>/i'££fcftfcv\ &fBtfMb6-4fc&*86#.g. 
ttSftt (HK^7 6%)o 

'H-W^ifi^^ (2 7 0MHz, CDCg Sppm: 

8.53 (1H, d. J=4Hz), 7.87-7.75 (4H, m), 7.74-7.64 (4H, m), 
7.22-7.11 (1H. m), 7.10 (1H, d. J=5Hz), 6.90 (1H. d, J=4Hz), 
5.62 (1H, d, J=9Hz), 4.15-4.04 (1H, m), 3.90-3.67 (2H, m), 

2.26- 2.13 (2H, m) . 



2 0 . (±) — N — t Kn^»-2- 



(2 -7 9)\"< %. Yx-^JV) — N a 



- [4- (f'J f sls- 4 --f/W) ^-^r->^^-g^^yU^nyU] j/jJj^T^K (011 



^ -ft 3 - 18 5) 
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nmmi 9t®iz (±) -2- (2-7?^$ Kxf;w) -n- [4- <ry 

$6%)„ 

'H-gJBJtffoHrBi*^ hA* (2 7 0MHz, CDC 1 ,-DMSO-d.) 
6 p p m : 

8.55 (1H, d. J=4Hz), 7.87-7.77 (4H, m). 7.73-7.60 (4H, m), 
7.20-7.15 (1H, m), 7.04 (1H, d, J=5Hz), 6.91 (1H, d, J=4Hz), 
5.55 (1H, d, J=9Hz), 4.12-4.05 (1H, m), 3.89-3.72 (2H, m), 
2.20-2.15 (2H, m) „ 

mmm 2 1 . <±> -n- (4-^ h^-is^y-ey* -2- (2-7 

$ K3i»/W) ^llj/y (0IJ^b^4Sl#^3 - 169) 

(1) (±) -N- (4 V*i"<y My* -2- {2-7 * >\"( % 

(±) -N- ( t -"f -2 - (2'-7*A"f ? Ki**-A') ^ 

T'J/U3i^^;KOnt>«9lw^|Jfe0iH 9- (1) (±) — N— (t- 

^h^'>*/^=^) -2- (2-7*^?K»f*) j/U^^ A/** 

4-7jM^^^M=Hd!) K<0ftfc>9 1-4 
•tf^A/tfsA^u y KfcJflwalMgm - (2) -a) Mb) fcMttKlKft* 

f?*v\ ^ie©^^*6fet&?fet tr#fc (ir*6 i%) 0 

l H-m&%&i&X'<? Yfr (2 7 OMH z, CDC1,) 6 p p m J 
7.83-7.77 (2H, m), 7.73-V.67 (4H, m), 7.33-7.31 (3H, m), 
7.16-7.13 (2H, m), 6.87 (2H, d, J=9Hz), 5.51 (1H, d, J=9Hz), 
4.83 (1H, d. J=12Hz), 4.76 (1H, d, J=12Hz), 4.16-4.04 (1H, m), 
3.96-3.83 (4H, m), 3.77-3.67 (1H, m). 2.15 (2H, dd, J=l2Hz, 8Hz) 0 

(2) (±) — N — (4 Y*l"<l'Ml'*A>-fc-A>) -2- (2-7*^5 
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(1) (±) -N- (4 - y h^^^y^yw*^) - 2 - (2-7 

^HU'xf^) ^Ui/y. ^^^Uai^xyW^fflVNr^jffifflS- (5) -a) 
il?3&fcfiJi^V*vUK££fTfcV\ &IB<Dfc£&* LT#fc (ife^7 
5%) 0 

Bfc£ : 1 8 9 - 1 9 O'C 

•'H-^*i|^^ h/l' (2 7 0MHz, CDC1,) 6ppm: 
7.84-7.82 (2H, m), 7.79 (2H, d, J=9Hz), 7.78-7.69 (2H, m), 
6.98 (2H, d. J=9Hz), 5.56 (1H. d, J=8Hz), 4.05-3.97 (1H, m), 
3.93-3.68 (5H, m), 2.15 (2H, dd, J=12Hz. 8Hz) „ 

2 2 . (±) -N-bKP»'>-Na- (4 K5-S<~<^-g^*/Hfc = 

M -2- {2-y#jV'< % y^j^) ^yj/^ysK Wmik&tom^ s - 2 ) 

3llifc0»J 2 1 (±) — N— (4 h*i"<l'1*yxJl>7b=.A>) -2- (2 

m&t 1 8 5 - 1 8 71C 

'H-Ki^^h/l' (2 7 0MHz, DMSO-d„) 6 p p m ; 
10.57 (1H, s), 8.88 (1H, a), 8.00 (1H, d, J=9Hz), 7.84 <4H, m), 
7.70 (2H, d, J=9Hz), 7.02 (2H, d, J=9Hz), 3.82 (3H. s). 
3.68-3.65 (1H, m), 8.54-3.43 (2H, m), 1.92-1.80 (1H, m), 
1.79-1.62 (1H, m) , 

2 3 . (±) -2- (2-7j>;K;Kxf^) — N— (4-h])y^ 

(1) (±) -2- (2-7»;WW $ K^^vW) -N- (4 - MJ 7;W>P> 

(±) — N— ( t -rf */i3>v#^>\,) -2- (2 -7 9A"( ^ K^fvw) ^ 
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y*/y 7 ])^^/^(oitt>*)\zmmmi 9- (i) (±) -n- u- 

•/ Y^tis-il A'tf.—A') -2- ( 2 -7 9 A"( * K^fvu) ^U^^ ^y^/yl/oix 

d> h^^y-tfy^u*^a!) h**m^x%MWi - (2) - a) Rtfb) 
iP^KRJfcfcfrfcv^ ^<Dfc#&£3tfe&*£ LT^fc (M5 2%) 0 

■H-^fiS^^iife^^^ WW (2 7 OMH z, CDC 1 ,) ippm: 
7.88 (1H. s), 7.84 (1H, s). 7.83-7.81 (2H, m), 7.73-7.69 (2H, m), 
7.43-7.31 (3H. m), 7.22 (1H, a), 7.19 (1H, a), 

7.16 (2H, dd, J=7Hz. 4Hz), 5.65 (1H, d, J=9Hz), 4.79 (1H, d, J=12Hz), 
4.72 (1H, d, J=12Hz), 4.16-4.12 (1H, in), 3.93-3.85 (1H, m), 
3.78-3.75 (1H, m). 2.25-2.16 (2H, m) e 

(2) (±) -2- (2-7*;wr g Kxf^) -4- (4- h!)7^n^ 

(1) vntc (±) -2- (2 -7*^4 % \t3L?-ji>) -4 - (4- VV -7)V^r 

(5) - a) tmm\zm.'<yi?*E.fo*r}*\,\ m$&<oit&va&m&®3zkLxn 

1t <lfes£6 9%)„ 

'H-ilKM^fA' (2 7 0MHz, CDC1,) 6ppm: 
7.87 (1H, a), 7.84 (1H, a), 7.83-7.80 (2H, m), 7.74-7.69 (2H, m), 
7.18-7.11 (2H, m), 5.65 (1H. d, J=9Hz), 4.00 (1H, d, J=9Hz), 
3.93-3.80 (1H. m). 3.78-3.65 (1H, m), 2.50 (2H, dd, J=12Hz, 7Hz) c 

MMW 2 4 . (±) -N-fc KP^ri/- 2- {2-y#)\'4 % Y^JV) — N a 

3-1 72) 

2 3 (±) -2- (2 * K^f-^) — N — (4 -by 7 
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<sT$ KfcRJ6«rff*V\ $iE<&fc£#£&fef&;fci:LT&it (HX** 6 S%)„ 
: 1 5 3 - 1 5 5*; 
*H-gtJ»^*iJ|^^^ hvw (2 7 OMH z, DMSO-d a ) 6ppm: 
10.62 (1H, s). 8.99-8.76 (1H. br.s). 8.43 (1H, d, J=9Hz), 
7.95.7.70 (6H, m), 7.52 (2H, d, J=9Hz), 3.76 (1H. dd, J=10Hz, 3Hz), 
3.60-3.42 (2H, m), 1.94-1.81 (1H, m), 1.75-1.66 (1H, m) „ 

Htfe01J 2 5 . (±) — N — (4 -7a J =fr v^<^if ^./WWift^.^) -2- (2- 

•7$>\<4 % Ka^AO W («^fl:^M-&s - 17 8) 

( 1 ) (±) — N— (4-7xy^->^yf^^^-;l/) -2- (2-7*A^ 
(±) -N- <t-:/h*$'#A'#:iA') -2- (2-7*/W ^ Ka^AO ^ 

y^v ry^^7 i yK^ftt>')^^tfefi»ii 9- (i) (±) -n- ( t - 

~f h=*5'#A'J|?=A') -2- (2-7?WU'ifA') ^JJS/J' ^^A'rc;* 
7vw&fflv^3ll6m- (2) -a) Rtf b) fc'lRl«|cEJt:*rfi l ifev\ IBoft 
^Vl^Kft&^AttBfl: tT#t (R* 5 4 %) 0 

'H-W***^^^ (2 7 OMH z, CDC 1 3 ) 6 p pm : 
7.88-7.67 (6H, m), 7.42-7.10 (8H, m), 7.02 (2H. d, J=6Hz), 
6.91 (2H, d, J=6Hz). 5.52 (1H, d, J=9Hz), 4.85 (1H, d, J=12Hz), 
4.80 (1H, d, J=12Hz), 4.19-4.03 (1H, m), 3.99-3.81 (1H. m), 
3.79-3.64 (1H, m), 2.25-2.10 (2H, m) 0 

(2) (±) — N— (4 -Vx.J »3/*<ygy -2- (2-7»A^ 

S Kaf/H yy j/> 

(l)-*Oftfc (±) — N — (4-7i;^f^l/f^l/*^) -2- (2- 
7* /MS Kaif-yw) ^y ^I'^A'ir^T/W&fflV^IOfeGijS - (5) - a) 

#6 7%)„ 
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'H h/W(270MHz, CDCI,) 6 p pm : 
7.95-7.69 (6H, m), 7.50 (2H, t. J=4Hz), 7.20 (1H, t, J=3Hz). 
7.13-6.98 (4H, m), 5.62 (1H, d, J=9Hz), 4.16-4.02 (1H, m). 
3.91-3.68 (2H. m), 2.19 (2H, dt, J=12Hz, 8Hz) , 

2 6 . (±) -N-tKP^rV-Na- (4 -7i J fr^^if 
-A/) -2- (l-W^A % Y^)V) WsVT%Y 3 - 1 

0) 

5"C#fc (±) — N — (4-7*^^^^$^!/) - 2- (2 
: 91-96t 

l H-&m&&v&X'<? h>W2 7 OMH z.DMSO-ds) 6 p pm:7.84(4H, 
s), 7.76 (2H, d, J=9Hz), 7.44 (2H, t, J=8Hz), 
7.23 (1H, t, J=8Hz), 7.13 (2H, d, J=9Hz), 7.05 (2H, d, J=9Hz), 
3.68 (1H. t, J=7Hz), 3.53-3.38 (2H, m), 1.89-1.83 (1H, m), 
1.75-1.69 (1H, m) 0 

HJfe0>J 2 7 . (±) — N — (4-7x^Myjfy^^s;i/) -2- (2- 
7*A>4 K Y^-f-tv) -H^yvs<ju¥Asyy */y m^it^m^- 3-180) 
(1) (±) -N- (4 -7 *j/s<y\>yX/U-fczxjU) -2- (2-7^/W^ 

•H-^K^ftRl^^^ (2 7 0 MH z , CDC 1 8 ) 8 p pm ; 
7.86-7.81 (4H, m), 7.74-7.70 (2H, m), 7.44-7.37 (2H, m), 
7.25-7.20 (1H, m), 7.09-7.05 (2H, m). 7.01-6.97 (2H, ro), 
5.85-5.70 (1H, ro), 5.30-6.2Q (2H, m), 4.67 (1H, dd, J=9Hz, 6Hz), 
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4.52-4.45 (2H. m), 4.24-4.08 (2H, m), 3.94-3.72 (2H, m), 
2.46-2.14 (3H,m) 0 

(2) (±) -N- (4 -7x/ **/'<l/-\*V*/L>-fr—)\') -2- (Z--?9fl"< 

(1) VUlt (±) — N— (4 ^r^^yif y^/l^*=>»W) -2- (2- 

0Jl- (4) tP«l^«^T!J/^R^SSrfT/j;V^, &fB^fc^£**&# l SiB:Kflci: L 
X#yc: (4X4*9 0%)„ 

'H-giaa*"!^ (2 7 0MHz, CDC1,) 5ppm: 
7.86-7.81 (4H, m), 7.74-7.71 (2H, m), 7.45-7.36 (2H, m), 
7.23-7.18 (1H, m), 7.07-7.01 (2H, m), 6.99-6.94 (2H, m), 
4.65 (1H, t, J=7Hz), 4.32 (1H, dd, J=19Hz, 2Hz), 
4.01 (1H, dd. J=19Hz. 2Hz), 3.90-3.67 (2H, m), 2.51-2.39 (1H, n»). 
2.29 (1H, t, J=2Hz). 2.25-2.12 (1H, m) n 

2 8 . ( ± ) - N - t >- p ^^- Ntt _ (4-7 3 i>'»^y-gy7;i/$ 

^{^^•^5*^-3 - 9 0) 

ni&M2 7Vnit (±) — N— - 2- (2 

&7 6%) 0 

'H-^^^.*^ (4 0 OMH z, C D C 1 ,) 6ppm: 
9.45 (1H. s), 7.84-7.80 (2H, m), 7.76-7.68 (4H, m), 
7.49-7.41 (2H, m), 7.29-7.23 (1H, m), 7.06 (2H, d, J=8Hz), 
6.71 (2H. d, J=9Hz), 4.37 (1H, dd, J=19Hz, 2Hz), 
4.26 (1H, dd, J=19Hz. 2Hz), 4.21 (1H, dd, J=lOHz, 5Hz). 
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3.65-3.47 (2H. m). 2.64-2.45 (1H, m), 2.30 (1H, t, J=2Hz), 
1.83-1.75 (1H, m) „ 

&MW 2 9 . (±) — N— [3- (4-^PP7x-;l/) ^PbVH — N — (4 

h*->'<yVi'Xj\'#i=-s\') -2- (2-7*^$ \fx.f-ju) >ry*/y m 

/TM#^3-19 2) 

( 1 ) (±) — N— [3- (4-»PP7x=M 7*Ptf^] -N- (4-* 
->^^-tf VJX^UfrnA') -2- ( 2 —7#A"{ ^ K^?vM ^DS^ ^<^^V/3c 

(±) -N- (4 -7iy dr^^y-^V^yU-^^yi/) -2- (2-:7*W5K 
a?-*) 7 y^*7VW<Dft:fc»)|£2lffi0i|2 1 - (1) (±) - 

n — (4-* - 2- (2-7^>»W5 K^f-AO 

^e^D? Kfc/flv^#iife0iJi - (3) fcm«K:RiEfcfT«;v\ lgi&<ofc-s-«& 

SrefetSmt Lt#fc (IRJ^2 5%)„ 

'H-gifi^*!!!*^ \>A» (2 7 0 MH z , CDC 1 8 ) 6 p pm : 
7.89-7.82 (2H, m), 7.77-7.68 (2H. m), 7.59 (2H, dt, J=8Hz, 4Hz), 

7.36- 7.28 (3H, m), 7.25-7.14 (4H. m), 7.06 (2H, dt, J=8Hz, 3Hz), 
6.78 (2H. dt, J=9Hz, 8Hz). 4.97 (1H. d, J=12Hz). 

4.93 (1H, d, J=12Hz), 4.72-4.62 (1H, m). 3.86-3.77 (4H, m), 
3.26-3.11 (1H, m), 3.03-2.89 (1H, m), 2.61 (2H, dt, J=7Hz, 3Hz), 

2.37- 2.23 (1H, m), 2.15-1.92 (2H, m). 1.33-1.22 (2H, m) . 

(2) (±) -N- [3- (4-^PP7x^) yobVwl -4- (4-pt h =fr 
i/'<yVyx,\,ft—/i') -2- (2 $ \tx.<?jv) Wi/V 

(1) (±) -N- [3- (4-^0071=^) 7"P^] -4- (4 

Y*i"<l/-£l'7s)Vib=.jv>) -2- (2 --7 9*4 S Y W%/\"<V 

i?vW3i^7 i A'Srfflv>riiifie»j5- (5) -a) h mm\^B^^^^n^\ 
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8slBtf>fl:£-&£6£«&*i Ltifc (i6t^2 2%)„ 

M& : 1 40- 14 2t 

l H-^*i|^^hyM2 7.0MHz 1 CDC1.) 6 p p m : 
7.89-7.80 (2H, m), 7.79-7.71 <2H, m), 7.66 (2H, d. J=9Hz), 
7.22 (2H, d. J=8Hz). 7.12 (2H. d. J«8Hz). 6.86 (2H, d, J=9Hz), 
4.48.(1H, t, J=7Hz), 8.81 (3H, s), 3.59 (2H, t, J=7Hz), 
3.47-3.09 (1H, m), 2.68-2.50 (2H, m), 2.40-2.22 (1H, m), 
2.16-1.94 (2H, m), 1.92-1.80 (2H, m)„ 

mmm 3 0 . (±) -no- [3- (4-^007^) yptr/i/i -n- t 
^*?->\>) in) k («*^wt3-7) 

%Mm29"Cnit (±) — N— [3- (4-?on7s5^) 7*n -4- 

(4 h^^yify^/n^x^) -2- (2-7#H?K*f^) yy*s> 
■bm^xmimi turn*.* vv*tfT% KftK£*f?&v\ ^iB^^-a-^srafe 

LT$fc (K*4 2%). 
R£ : 1 58-1 601C 

'H-^#l|^h;U (4 0 0MHz, DMSO-d a ) 5 p p m : 
10.71 (1H, s), 8.97 (1H, s), 7,90-7.82 (4H. m), 7.66 (2H, d, J=9Hz), 
7.31 (2H, d. J=8Hz), 7.20 (2H, d. J=8Hz), 7.02 (2H, d, J=9Hz), 
4.25 (1H, t, J=7Hz), 3.83 (3H, s), 3.51-3.46 (2H, m). 
3.23-3.04 (1H, m), 1.99-1.90 (3H, m), 1.84-1.70 (1H, m) 0 

%W\ 3 1 . (±) — N— (4 hfr^'Q-g l/*t\<ib^)V) -2- (2-7 
^WfSKa^V) -N- (lf!)i?V-3 — QU) yfyl^j) (0tJ?iMt;£-&# 
t3-l9l) 

( 1 ) (±) -N- (4-pt bfri^^-g^^yUfr-^) -2- (2-7^yU>r$ 
K^^/P) — N— (fcTjJ 3 ->f /W) j^A^gS/^ ^^/Wj^tvU 
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(±) -N- (4 -7iy ^f^V-Vl/KjViH^jV) -2- ( 2 - 7 * A'-f * K 

x.?a>) r y/uM^oftfcoij;, msmi- (i) -c#fc (±) 

— N— (4-* h^^^-^^^/W/S^/W) -2 - (2-7**^5 K^^AO ^ 

3vw*oy Kfcfflv*-C*lfc«l'- (3) bmm&Bi&i:ftte\,\ Mfc<o<t'£Vii*m 
feMfetLtifc («RJ|S5i%) 0 

l H-mm%#<&X'<? hA- (2 7 OMHz, CDC1,) jppm: 
8.44 (1H, d, J=5Hz), 8.35 (1H, s), 7.86-7.78 (2H, m), 
7.77-7.63 (6H, m), 7.42-7.30 (2H, m), 7.27-7.22 (2H, m), 
7.16 (1H, dd, J=9Hz, 5Hz), 6.80 (2H, dt, J=9Hz. 3Hz), 
4.90 (2H, dd, J=12Hz, 8Hz), 4.65 (1H, t. J=7Hz), 4.50 (1H. d. J=12Hz), 
4.40 (1H, d. J=l2Hz), 3.82 <3H, s). 3.72-3.61 (2H, m), 
2.38-2.22 (1H, m). 2.00-1.88 (1H, in)„ 

(2) (±) — N— 14 Y*i/'<V-\}l/XA'frzLA>) -2- ( 2 - 7 ? )\"< % 

(1) T?#fc (±) -N- Y*i"<y J £V*A>ib=LA') -2- (2-7 

9»"< $ Yx-f-iV) -N- (b'y 3 -J fr) tT-suyy isls ^v^Aot;* 

^**m*xnmms- (5) - a) tl^$i£fcl8^<y$?A^£$rfffcv\ m&vit 

£&&Gfe#g,tt®{t:t ttifc (11X^3 1 %)„ 

"H-ftfltSt^ljl^^^ WH2 7 OMH z.DMSO — d 6 ) 5 p pm:8.45(lH, 
s), 8.40 (1H, d, J=4Hz), 7.90-7.80 (4H, m), 
7.76-7.65 (3H, m), 7.31-7.24 (1H, m). 7.03 (2H, d, J=9Hz), 
4.44 (1H. d. J=8Hz). 4.40 (1H. d. J=8Hz), 4.32 (1H, t, J=7Hz), 
3.83 (3H. s), 3.61-3.44 (2H, m). 2.34-2.21 (1H, m), 
1.75-1.64 (1H, m) . 



3 2 . (±) — N— fc Kn^ri/-Na- 
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)V) -2- (2 -7 9A><< ^ Y3L^)V) -No- (A>) tf-fr? 

3 1 *C^7b (±) — N — (4 h^'^-tfV^vl'jfcnyU) -2- (2 

#fc (lfes$3 5%), 

: 9 8 - 1 0 0"C 

'H-^a^*^^^^ (2 7 OMH z, CDC 1 ,-DMSO- d 6 ) 
£ p p m : 

8.50 (1H, s), 8.38 (1H, d, J=4Hz), 7.90-7.85 (4H, m), 
7.76-7.68 (3H, m), 7.31-7.26 (1H, m), 7.00 (2H, d, J=9Hz), 
4.39 (2H, dd, J=12Hz, 6Hz), 4.28 (1H, t, J=8Hz), 3.80 (3H, s), 
3.59-3.46 (2H, m), 2.30-2.25 (1H, mj, 1.70-1.62 (1H, m) „ 

&tfom 3 3 . (±V — N— [3- (4 a a 7 ^py^yw^U] — N — 

(4 h^r V^y-tf>-^yW^=./U) -2- ( 2 -7#A"( % YscfAs) ?})i/y 
Wmt&®&& 3-171) 

( 1 ) (±) -N- (4-^ h»^yfy^r^) -2 - (2-7^>^; 

&«50»j2ir#fc (±) -N- (4-^ h^^^-g^^nyW) -2- (2 
5 K^fvW) 08g (2. enmol) t^Z-A'lO 

mlfcf h5tKn7?yiOml Oft^ttlCffM U h y ;* fvw> y /U* p y K 
0. 65g (5. lmmol) 2 I^MfgijlJSS LfcfiL «£fcfcJE®£ b 

TBfcU &&<D{t£&Z&&®*ib LT#fc («$9 6%), 

'H-^I^i^^^ (2 7 OMH z, CDC1 8 ) 5 p p m : 
7.92-7.74 (6H, m), 7.03-6.97 (2H, m), 5.50 (1H, br.d, J=9Hz), 
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4.14-4.06 (1H, m), 4.00-3.89 (4H, m), 3.82-3.71 (1H, m), 
3.47 (3H, s), 2.23-2.15 (2H. m) „ 

(2) (±) — N — C 3 - (4 an? -? — N — (4-;* 
h^^v-tfy^A'fr-AO -2- (2 -z7#/i"( * Kai^vv) fVi/y tf-ju 

(±) — n— (4 -y^J ^-i/^y^y^ju^^jv) -2- (2-7^^$ K 
^^yw) r y /^^^ tvay^io^ \z. (1) -e#fc (±) -n - u->t 

Y^-x/^yMyxtv-fr—jv) -2- (2 * k^-^-vw) yyt/y *<?-jv 

o 5 K£ffl^T3lj&fe0»|l - (3) t I^Ui&JS&fT fcV^&<Dfc3-<|&<£r.M&#g,te 
Bffitt^fc (OK^t 9 7 %) 0 

'H Y>\< (2 7 OMH z, CDC 1 8 ) 6ppm: 
7.89-7.81 (4H, m), 7.76-7.68 (2H, m), 7.25-7.16 (4H, m), 
6.94-6.88 <2H, m), 4.71 (1H, dd, J=9Hz, 7Hz), 4.44 (1H, d, J=18Hz), 
4.40 (1H, d, J=18Hz), 8.84-3.78 (4H, m), 3.54 (8H, s), 
2.50-2.37 (1H, m), 2.27-2.13 (1H, m). 

(3) (±) — N— r 3 - (4-^ph7i^) zfn >] -N- (4-^ 
h*i"<yii -2- (2 — $ ?\)j/y 

(2) (±) -N- [3- (4-^dd7x=^) ^nX^/W] -N- 

(4- * YSri/^y-Zy -2- (2 $ Katf-zW) $r !)$/:✓ 

*?-jU3LX7-/\'l . 18g (2. Ommo l) S:^^ ;-^4 Om l CjS0?U 1 

«u mid N«K6m i ^MK.xmm^A'-vttimv, *r«&$&*ifcu &s* 

V*7? <<— ; &?no*fy i * # J— JU= 2 5:1) \Zft L SB 

#>0. 4 1 g£fcfef&*i LT#fc 01X^3 5%)„ 
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■ H2-143t 
l H-mm%&®X^? hA* (4 0 OMH z, CDC 1 „) ippm: 
7.85-7.80(4H, m), 7.74-7.70 (2H, m), 7.30-7.20 (4H, m), 
6.89-6.86 (2H, m), 4.63 (1H, t, J=8Hz), 4.44 (1H, d. J=18Hz), 
4.35 (1H, d, J=18Hz). 3.86-3.68 (5H, m), 2.50-2.42 (1H, m). 
2.19-2.10 (1H. m) „ 

MM® 3 4 . (±) — N a — [3- (4-^PP7x^) -fn*A>*tA/\ — N 
-bKo»->-Na- (4 -pt h*ri>"<y-iZyxj\'&s.jV) -2- (2-7#A"( 

s »y7S K <«*fl:**#* 3 - 5 ) 

3Ufefl|3 3-C#fc (±) — N— [3- (4-^DD7s^) ^n^^;U] - 
N— (4 -;* b3r^>'1?i'*A'#=^) -2- (2-7^M5 KxfA-) 

LTltfc 0&$6 2%) e 

ffl/S : 1 3 8-1 3 9t 

l H-iIM*iS^h^ (4 0 0MHz, CDClj) jppm: 
9.44 (1H, br.s), 7.86-7.70 (6H, m), 7.31-7.22 (4H, m), 
6.65 <2H, d, J=9Hz), 4.49 <2H. s), 4.30 (1H, dd, J=10Hz, 5Hz), 
3.74 (3H, s). 3.65-3.58 (1H, m), 3.55-8.45 (1H. m), 
2.59-2.50 (1H, m), 1.92-1.84 (1H, m), 

3 5 . (±) -N-pt^yU-N- (4 -Tji/^^y^^^^n^) 
-2- f 3 - (^t'/!)y-2, 4-V*y-3-4J\s) ^PtVW] j"J»>V 

( 1 ) (±) -2 - [3- ( 1 -^^i/jV***/*?-^-)--/ \) 2, 
>-S-4t\>) -N- ( t -zf V*i/1ijU7K-/U) W*sl/ *<^VA> 



<±) -N- 
fc (±) -N- 



( t h*f*A'#=.A') -2- (3-tKu*5/^Dt>) ^ 
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})y-2, 4-**y&m^x%MWi- (l) iPJ8Hc:R£$rfTfcv\ m&<o<t 

'H-gAtft***''*? (2 7 0MHz, CDC1,) 8ppm: 
8.17 (1H, dd, J=8Hz, 1Hz), 7.67 (1H, dt, J=8Hz, 1Hz), 
7.47 (1H. br.d, J=8Hz), 7.86-7.28 (11H. m), 5.69 (2H, s), 
5.20-5.07 (3H, m), 4.68 (2H, s), 4.44-4.33 (1H, m), 
4.05 (2H, br.t, J=7Hz), 1.97-1.86 (1H, m), 1.81-1.64 (3H, m). 
1.41 (9H, s). 

(2) (±) -2- [3- ( 1 -'<yi?J\'**iy*3-A>*r*)'-/y y- 2, 4-*S* 

y- 3 /u)7"p fcVw]-N-(4 -7a; *i/'<>'-iiyxA'&-A')#'}) ~yy 

(±) — N— (t -Zf Y*c*s1))V&=.)V) -2- (2 --7 9)\"< % K^A-) if 
y i/y T V Aoi^A'OftfcOfc: (1) (±) -2 - [3- (l-^^ 

;^'>^f^t , /!Jy-2 ) 4 -i?*y— 3 — f AO ^B^] -N- (t- 

•7Y**yljA'i£=.jv) tfy*/y ^y^/u^^j^m^X^Mmi - (2) - a) 

9 2%). 

'HHftMM*'**' h*' (2 7 OMHx, CDC1,) 5ppm: 
8.16 (1H, dd, J=8Hz,lHz), 7.78-7.63 (3H, m), 7.47 (1H, br.d, J=8Hz), 
7.42-7.16 (14H, m), 7.04-6.92 (4H, m), 5.68 (2H, s). 
5.31 (1H, d. J=9Hz). 4.93 (2H, s), 4.67 (2H, a), 
4.10-3.98 (3H. m), 1.87-1.65 (4H, m)„ 

(3) (±) -2 - [3- (l-^y^t»^^fW/yy-2, 4-*?* 
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(±) -N- (4-7 ^S^i/^yMyXfrfc^jU) -2- (2-7*yU^§K 
xfvW) */y TV ^^TVH&ftfr!? (2) (±) - 2 - [ 3 - ( 1 

-^yi?/t/t* )/ !) X- 2 , 4-i?^-y-3 — ypfc\rt/| — N 

- (4-7.*;*i"<yMyxA>*=.;\<) vv-yy ^■y^j^^^^^xM 
MWl- (3) i:P<$fcR£«:frfcv\ ^iao^<fe2ri|fett^ir Lt^t (iR 
# ; «tt)o 

'H-g!^*^^ (2 7 0MHz, CDC1 8 ) 6ppm: 
8.18 (1H, dd. J=8Hz, 1Hz), 7.72-7.64 (3H, m), 7.48 (1H, br.d, J=8Hz), 
7.42-7.17 (14H, m). 7.02 (2H, br.d, J=9Hz), 6.91-6.86 (2H, m), 
5.70 (2H, s), 4.97 (1H. d, J=13Hz). 4.90 (1H, d. J=l3Hz), 
4.81-4.75 (1H, m). 4.68 (2H, s). 4.17-4.08 (2H, m), 
2.81 (3H, s), 2.02-1.72 (4H, m) „ 

(4) (±) -N- 7vu-N- (4 -7 x.J *i"<y&yxjufc=ijv) -2- [3 

- (»t , /!)>-2, 4 -*siry- 3 -^(ju) T/ptTAfl tryyy 

(3) X-ntz (±) -2- [3- (1 9 y- 2, 

4-i>*y-3 — (>v) ^d^] -n-^^v-n- (4-7x;^y-gy 

^/uft^AO ^^A'^X^A'&JBVvr&ttllS- (5) - a) RXfb) 

fc&fet&*i:LT#fc 0tX$8 0%) o 

l H X'** (4 0 OMH z, DMSO-d,) 6ppm: 
12.73 (1H. br.s). 11.43 (1H, s), 7.94-7.92 (1H, m), 
7.78-7.74 (2H, m), 7.68-7.63 (1H, m), 7.47-7.43 (2H, m), 
7.26-7.17 <3H, m), 7.10-7.04 (4H, m), 4.42 (1H, dd, J=10Hz, 5Hz), 
3.96-3.85 (2H, m), 2.73 (3H, s), 1.84-1.75 (1H, m), 
1.67-1.48 (3H, m) . 

3 6 . (±) -N-t KP^'>-Na-^fyl/-No- (4-7ji/*-> 
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^y-tf^XyV/fr-A') - 2- [3- (»t'/!)y-2. 4 -^^-^-3 — fAQ 7" 
pfcTyul :/U ->VT$ K 1-26) 
HJ&fefi&J 3 5 -C#fc (±) -N-^^^-N- (4-7x;+i"<yt>7M = 
-2- [3- (^t , /!)^-2 1 /\>) T'd fc'A'] ^'J^> 

trm/J: 0K#9 7%) 0 
j«£ : 1 5 2- 1 5 3% (##) 

'H-Wa*|^F;l/ (400MHz, DMSO-d e ) 6 p p ra : 
11.44 (1H, s). 10.66(1H, d, J=lHz), 8.89 (1H, d, J=lHz), 
7.98 (1H. d, J=8Hz). 7.77-7.73 (2H, m), 7.68-7.64 (1H, m), 
7.47-7.43 (2H, m). 7.27-7.10 (6H, m), 7.07-7.04 (2H, m), 
4.15 (1H, t, J=8Hz), 3.92-3.80 (2H, m), 2.83 (8H. s), 
1.67-1.59 (1H, m), 1.53-1.34 (3H, m)„ 

0SJ60»J 3 7 . (±) — n— (4-7 * ; *i"<y-Vyxji<*~ji') -n-t'p^ 
l - 17 9) 

( 1 ) (±) - a - [N — (4-7jc/ *js"<y°V>'XjUft^jl>) -N-/a^>>W 

(±) -N- (4 -^x/^r^y^y^/VjJs-yV/) -2- (2-7^^5K 
^fvU) SV^y T }} tV3L^T^(OjXt>^\Z. (±) - a - (4-717^^^ 

D^^SrfflVNTHiiSWl - (3) i:l^«RU:E£&*Tfcv\ &i&£Mb&4&£&&t& 
3fci: Ltjlfc (IR^8 9%)„ 

'H-^flJ^ql^^^ h/U (2 7 0 MH z , CDC1.) 6 p pm : 
7.93-7.87 (2H. m), 7.45-7.38 (2H, m), 7.27-7.20 (1H, m), 
7.10-7.02 (4H, m), 4.80 (1H, dd, J=llHz, 9Hz), 
4.50 (1H, dt. J=9Hz. 2Hz), 4.32-4.18 (2H, m). 



WO 99/51572 



PCT/JP99/01751 



177 

3.91 (1H, dd, J=18Hz, 3Hz). 2.95-2.78 (1H, m), 2.66-2.54 (1H, m), 
2.32 (1H, t, J=3Hz) „ 

(2) (±) -2- (2 - t Ko»i/x»A/) — N — (4 -y 3.J ^i/^s-eis* 

(1) "C#fc (±) -a- [N— (4 -7*>"^^^^^^^^) -N- 
^D/^V^7*y] - v-^D5^hy8. 42 g (2 2. 7mmol) fci 
*y-;W4 Om 1 ICBBU h V$ J* 1 . 0 5g (25. 5 mm o 1 ) <T> 

#) SrN, N-^f^*W? K4 Om llcMU T !) ;V:/n * K 2 . 15 
ml (25. 4 mm o 1 ) Sr*0^T^jat?-«lft^Lfc o S^ffifrteftJlfe^T^^ 

(3) (±) — N — (4-7iM^Vg^i|;^) -N-^p^^jy^, 
2- [2- [1- (2- MJ *»yU»!>AQ » frfrS/^^vUfr-J-;/ j) V- 2. 4 - 

(±) — N — ( t -y h^-V^/l'tfrL/l') y T U /W^^X >KDftfr »> 

|£ (2) -C#fc (±) -2- -N- (4-71;*^ 

I'Ul'XJi'&s.A') - N- ^panA^W^ y 7 !) /Vx^fWi:, ? $ i\>4 % 

V*>*%^X%MMl - (1) tl^fiBtcRJS&fTfcVV ^£<Ofls£ifc Ifc 
&t LT#fc (112^2 3%) 0 

1 H-tttt&#ft;*'<*' F/V (2 7 0MHz, CDCIJ 6 p pm : 
8.18 (1H, dd. J=8Hz. 2Hz). 7.89-7.83 (2H. m), 7.70-7.68 (1H. m). 
7.46-7.37 (3H, m), 7.30-7.18 (2H, m), 7.08-6.96 (4H, m). 
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5.82-5.68 (1H, m), 5.69 (2H, s), 5.27-5.16 (2H, m), 
4.75 (1H, dd, J=9Hz, 7Hz), 4.56-4.38 (2H, m), 4.33-4.10 (4H, m), 
3.74-3.67 (2H, m), 2.45-2.32 (1H, m), 2.28-2.15 (2H, m), 
0.98-0.91 (2H, m), -0.02 (9H, s). 

(4) (±) — N — (4 -7x>> jfrS^^-gi^/Hftji/W) -N-^oXyu^u- 
2 - [2- (fr-j-'/iJ >- 2. ji^-A-] >fy*/l/ TV^ 

(3) (±) -N- (4 -7 J *i/-<.lrt£is -N-^nX 
[2- [1- (2- hV /-f-JV'y]} JV) Y**S*?-jV*-f*/ J> V- 

2, 4 -i?*>-3 -4A>] ac^p] ^y 7- y yO'a^fvl'&ffl Vn-C^«S0IJ 1 

- (2) -a) bm&to&ft'z*i~; y ^mo i{SL<o&&:n&&*:ntz\>\ mmo 

(5) (±) — N — {A-7 x.; *j/'<V'£l/*)Vi£=.>v) -N-^PA>^ — 

2- [2- p ^-2, 4 3 -wap ^y>>y 

(4) (±) -N- (4 -y^J ^ f y^^^y7,)var^)V) -N-:/nX 
^^U-2-[2-(^r^-i/y >-2, 4 3 -'f /U) 3L<? jl>] ?}) i/^ T 

y /uaLXTAs&m^xnmws 3- m tp^^^^^^ADTk^s^sr^/jj 

V\ &|20>fc£-l|& Lt#fc (I|K^9 7%) 0 
: 1 9 4 - 1 9 5t 
'H-Ml*i|^n^ (4 0 0MHz, DMSO-d«) fippm: 
12.97 (1H, br.s). 11.46 (1H, s), 7.91 (1H. d, J=7Hz), 
7.82-7.79 (2H, m). 7.65 (1H, t, J=7Hz), 7.48-7.44 (2H, m), 
7.28-7.18 (3H, m), 7.11 (2H, d. J=8Hz), 7.03-6.99 (2H, m), 
4.46 (1H, t, J=7Hz), 4.19 (1H, dd, J=19Hz, 2Hz), 4.07-3.86 (3H, m), 
3.17 (1H, t, J=2Hz), 2.33-2.22 (1H, m), 1.98-1.89 (1H, m) „ 
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(±) -N-tKp^rj/-No- ( 4 - 7 3; J ^V^V^i ^X/Uft 
-AO F2- (^r-7-yU^-2. 4 3 

Ji^yu] ft) >SVT% K («»J^<b^«»## 1-89) 
3£&0>J3 (±) — N — (4 ^S/^yif i^A-tfriA') -N-7* 

oy<yHfA—2- [2- 4 - $?ahJ/- 3 A*-) x.f-AS\ ^JJ 

*V£ffl^T3IJ60»J2£:|g}<Sltt:fc Ko**>7 5 KflSKJ&fcfrfcK 
£6t&;fcfcL-t®fc («5l^8 9%). 
gk& : Hl-162t 

'H-^«E^*«!&X^^ (4 0 OMHz, DMSO-d.) 6 p pm : 
11.46 (1H, s), 10.76(1H, s). 9.08 (1H, br.s), 7.91 (1H, d, J=8Hz). 
7.89-7.84 (2H, m), 7.68-7.64 (1H. m), 7.48-7.43 (2H, m), 
7.28-7.12 (5H, m), 7.07-7.02 (2H. m), 4.47 (1H, dd, J=l9Hz, 2Hz), 
4.80-4.20 (2H, m), 3.87-3.73 (2H. m), 3.09 (1H, t, J=2Hz), 
2.15-2.06 (1H, m), 1.99-1.82 (1H. m) 0 

3 9 . (±) -2- [2- (5-7A>tPeH^-2-. A-*?*l<'- 

3- ^yU) J^^yU] -N-^t^yU-N- (4-7x;^r^^y.7^^) ? 

(1) (±) -2-T2- (1 ZWsV***/*?-A>-5-7/U*X3t!y *j?y 

-2, 4-i?*ls-3-j ;V) — N— (t -:7*h3-^:ftyHft=.yU) Wis 

(±) — N— ( t -7 h^S^yWstfsiyW) *^ir y ^ 7 !J A"^ *7VK0ft:b *> 
I- (±) -N- ( t -y h^i/*yWj)?=.yi/) ^tyy *<VSMoi;iy>Vfc, 7 

4- *tf-v£fflv^£Jfc0»Jl - (l) £R*fc:KJfi;fcfjfcv\ 8SE©-{fc£4&£&St 

«feiUHfc (Ife5fc5 4%) 0 

^-mmfo.&mx'*? (2 7 OMH z, CDC 1 8 ) 6 p pm : 
7.77 (2H. d, J=9Hz), 7.44-7.27 (3H. m). 7.22-7.19 (2H, m), 
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7.04 (2H. d. J=8Hz), 6.94 (2H, d. J=9Hz), 5.74 (1H, d. J=9Hz), 

5.21 (2H. s). 4.94 (1H, d, J=12Hz), 4.89 (1H, d, J=12Hz), 
4.64 (2H. s), 4.18-4.15 (2H, m), 4.05-3.92 (1H, m), 
2.25-2.06 (2H, m) 0 

(2) (±) -2 - [2- ( 1 -^Oi?yU^^r->^»yU- 5 -7tV*u W * 
-2, 4 -i?*l'-3 -y<)V) J^-yU] — N— (4 -7 j. y frS^Q-if ^yUfr — 

(±) — N — (t -•7h*i>'#A'tf~A') - 2- (2-'7#A"( ? 
yy /Ht^T^HPftfrflte (1) (±) -2 - [2- 

^^^^-5-7^0 1^!) Si^-2, -4-^^-y-3 — (Jl>) x.?*] 

— N— (t H*$';&A'X)?:^W) ^yi^ ^^>l';£;*X-'l'fc;i§V'»'t3SJte0!l 1 

- (2) -a) Mb) £.W*teRj6fcffftv\ «E«>^*^«EII&MttBMc 

h Ut#fc (I&ifc6 5%). 

'H -gii^il^^^ hyl' ( 2 7 0 MH z , CDC1.,) 6ppm: 
7.70 (2H, d, J=3Hz), 7.43-7.29 (12H, m), 7.24-7.18 (2H, m), 
7.04 (2H. d, J=8Hz), 6.89 (2H. d, J=9Hz), 5.95 (1H, d, J=9Hz), 

5.22 (2H, s), 5.00 (1H, d, J=12Hz), 4.94 (1H, d, J=12Hz), 
4.63 (2H. s). 4.23-4.05 (2H, m), 4.00-3.86 (1H, m). 
2.32-2.16 (1H, m), 2.12-2.00 (1H, m)„ . 

(3) (±) -2- [2- (1 -^^^j^^i/^f-^-S-yj^^ru^ ]) 

(±) — N— (4-7 ^/^i/^y-eyxjUTb-jU) -2- (2 5 K 

^y s/y ry /u^^x^f^^ijic (2) vmt (±) - 2- [2 - (1 
-+<i/ 5 -7^*p try 5 i/y-2, 4 3 -4 
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®&k LT#fc W®9 1 %) a 

'H-^I^i^i' (2 7 0MHz, CDCI.) 6ppm: 
7.70 (2H, d, J=9Hz), 7.43-7.29 (12H, m), 7.22-7.18 (2H, m), 
7.04 (2H, d, J=8Hz). 6.90 (2H, d, J=9Hz), 5.23 (2H, s), 
5.00 (1H, d, J=12Hz), 4.94 (1H, d. J=l2Hz). 4.85-4.79 (1H, m), 
4.63 (2H. m). 4.11-3.98 (2H, m), 2.87 (3H, s), 2.27-2.13 (1H, m) 0 

(4) (±) -2- [2- (5-7^PeH^-2. 

(3) Xfflt (±) - 2- [2- (1 tf'A'- 5-7JU*a t' 

U^^^-2, 4-*?*>-Z — f/U) ai^vW] -N-^f-A'-N- (4-7jy 

-a) Rtfb) h&mzR*y&A'K&iLTm*yi>A>**t/*rA>EU&*fttii\\ 

b LXfflt (HK4S7 8%). 
'H-^*^?!^/ (2 7 0MHz, CDCI 8 ) 5 p p m : 
9.80 <1H. d, J=6Hz), 7.75 (2H, d, J=9Hz), 7.39 (2H, t, J=8Hz), 
7.31-7.17 (2H, m), 7.06-6.99 (3H, m), 4.79 (1H, t, J=8Hz), 
3.99 (2H, t, J=7Hz), 2.83 (3H, s), 2.34-2.24 (1H, m), 
2.01-1.88 (1H, m) „ 

HHK0»J 4 0 ; (±) -2- [2- (5-7A>tPtf!> $3?X-2. A-*?*V- 
3 — f/U) :c?vH -N-bKP»->-Ntt-^^-Na- (4-7ay^'^ 

yV>x/ufc=.j\,) yy*s-i/T% K (m^it^St^ 5 - 3 l ) 

nmm3 sxnit (±) -2 - [2- (5-7^^1) 4-i>* 
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l H-&m%.&t&X^{r h/W(2 7 OMH z, DMS O- d e ) 6 p pm:7.80(3H, 
dd, J=l2Hz, 8Hz), 7.46 (2H, t, J=8Hz). 

7.25 (1H, t, J=7Hz), 7.15-7.05 (4H, in). 4.28 (1H, dd, J=9Hz, 6Hz), 
3.66-3.51 (2H, m), 2.91 (3H, a), 1.94-1.71 (2H, m). 

&mm 4 1 . (±) -N-^fvw-N- (4-7x;^i//<y^^^=;i/) 
-2- f2- i^j-^J [3. 2-dl 4-^^-3-^) 

( 1 ) (±) -a- [N — ^ fvW- N - (4 -y^J ^j/H/lt is y 
5 - y -^P7 ^ 

(±) — N— (A—-7^S^i/*lsVls*As*t=Z'A>) -2- (2-7^;^* K 

scfvw) ^v<Dftt>0 K (±) -a- ( 4 - 7 1 y y ^m=^7 

•H-^fiS^^ql^^^ (2 7 OMH z, CDC1 8 ) 6 p pm : 
7.87-7.82 (2H, m), 7.45-7.86 (2H, m), 7.26-7.19 (1H, m), 
7.10 (4H, m), 5.01 (1H, dd. J=12Hz, 9Hz). 4.43 (1H, dt.J=9Hz. 2Hz). 
4.36 (1H, ddd, J=llHz. 9Hz. 6Hz), 2.78 (3H. s), 2.55-2.29 (2H .m) „ 

(2) (±) -2- (2-l:Kn»»af^) -N-jt^-N- {A-?* J* 

(±) -a- [N— (4-7 *s*i"<yVyxji>ft=iju) -n -7 u 

T$y] -7-7"f07^ hy<Oftt>?)\Z. (1) (±) -a- [N-y^V 

— N— (4 -7*y*v^v-^y^^/jN=iyw) y*y] -v-^ny^hViffl 
v^T&Jfe0y3 7- (2) 4rra*fcRfc*:fTfcv\ g(|B©^feiSr^||fe«i^i: U 
XntL (IR$9 7%) 0 

1 H-&8&&|£*^ (2 7 0MHz, CDC 1 ») S p pm : 
7.81-7.75 (2H. m), 7.45-7.38 (2H. m). 7.25-7.19 (1H. m). 
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7.09-6.99 (4H, m), 5.87-5.72 (1H, m), 5.25-5.17 (2H, m), 

4.83 (1H, dd. J=9Hz, 5Hz), 4.48-4.35 (2H, m), 3.83-3.72 (2H, m), 

2.84 (3H. s), 2.42 (1H, br.t, J=7Hz), . 
2.25-2.12 (1H, m), 1.92-1.79 (lH.m) . 

(3) (±) -N->3vW-N- (4 -Vz-J ^U^WlsK/Vfr-jV) -2- [2 

- [ i - (2- M *?-ju*sy;u) a: y**s j f3. 2-d] eiM^ 

1/-2. 4 3 -^;1/] Ji^vP] jf\) TVA'X.XTA' 

(±) — N— (t -7 h*i/ A>) **e±})y ry^^.^/KDftfr!? 
IZ. (2) -vnit (±) -2- (2-fc Yo4f-i/3L^/U) -N-^^^-N~ (4- 
7;t/*$//<j/-tf ^y^y T !)/!/* *-7vV$r % 7^^§Kfl>ft 

•*>■!» IC 1 — ( 2 - h !) y 7-4/3/ !) x h^i/pt^yW^a:^ [3, 2-d] t*y * 
t?y-2, 4-«?*^*rfflv^*««l- (1) fcH«fcK«fcfffcv\ &IB<z>te 

, H-tftMftifta<'«<? hA/ (2 7 0MHz, CDC1 8 ) 6 p p m : 
7.80-7.74 (2H, m), 7.74 (1H, d, J=5Hz), 7.44-7.36 (2H, m), 
7.23-7.18 (1H, m), 7.11-6.98 (5H, m), 5.81-6.66 (1H, m), 
5.48 (2H, s), 5.26-5.17 (2H, m), 4.82 (1H, dd, J=10Hz, 5Hz), 
4.49-4.36 (2H, m), 4.21-4.04 (2H, m). 3.70^3.63 (2H, m), 
2.97 (3H, s). 2.33-2.20 (1H, m), 2.14-1.99 (1H, m), 
0.96-0.90 <2H, m), -0.02(9H,s) 8 

(4) (±) -N-> »>>U-N- (4-731/ frV^^-tfy^jHKsAQ -2- \2 

- C3. 2-d] try 2. 4 3 >\>) a&g-A/i 

(3) T^fc (±) -N-^^yU-N- (4 -7a:/ ^^^if ^aAtftn/W) 
-2 - [2 - [1- (2-by^ V /U) ;c Y S [ 3 , 2-d 3 
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^•CJM6«3 7~ (4) &IF (5) kmmzl&1%m&&&V*x : r/i'Mfc#M&.fo 
fc«fftffftV\ mfc<Dik&V>&&&to3Zb Ltffc 0lJt$8 8%) o 
: 218-219%: 
'H-^fiMMfciJl*^ h/M4 0 OMH z, DMSO-d a ) 6 p p m : 
12.90 (1H, br.s), 11.91 (1H, s), 8.07 (1H, d, J=5Hz), 

7.81- 7.76 (2H, m), 7.48-7.43 (2H, m), 7.29-7.23 (1H, m), 
7.15-7.04 (4H, m), 6.93 (1H, d, J=5Hz), 4.50 (1H, dd, J=10Hz, 6Hz), 
3.86-3.75 (2H. m), 2.83 (3H, s), 2.17-2.07 (1H, m), 

1.82- 1.72 <1H, m) 0 

mmm4 2. (±) -N-bKP»->-Nc-^^-Na- (4-7xM'> 
^yV^XJVft-JV) -2- C2- T3. 2-d] \*})%*Jl/-2. 4- 

j^^i jfVi/yr^ k mmt-S-®)®^ 5-23) 
H«50»J4iT^fc (±) -n-^^u-n- (4-7 3L;*iy<yeyx/i>*s~ 

A,) -2- [2- (3^/ [3, 2-d3.tf!J SS^-2, 4-$>*y-3 — I^U) 

fc<D\t&fy*b&$T%.k Utifc (lfe$9 2%). 
j»£ : 1 8 6- 1 8 7%: 

l H (4 0 OMH z, DMSO-d 6 ) 6 p p m : 
11.89 (1H, s), 10.75(1H, s). 8.95 (1H, br.s), 8.07 (1H, d, J=5Hz), 
7.79-7.76 (2H, m), 7.47-7.42 (2H, m), 7.26-7.22 (1H, m), 
7.14-7.07 (4H, m), 6.92 (1H. d, J=5Hz), 4.31 (1H, dd, J=9Hz, 7Hz), 
3.75-3.60 (2H, m), 2.94 (3H, s), 1.91-1.72 (2H, m)„ 

^IfcflJ 4 3 . (±) -2- [2- (3. 7-^f^fyfy-l-^^) 3i 
7vH -N-^^-yW-N- (4 -7a>> *i"<l/ J \Zl/X;Vftzz;U) ?)) fy (1) 
(±) -2- (2 -^p^eaif-AO -N-jtfvU-N- ( 4 -7 a: >> »fr"<y-g y 
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H«50t)4 1- (2) -C®fc (±) -2- -N-^t^p 
-N- (4 -7 X./ **/'< > S-\iVX/\'fc=^)V) #\)*/V 7 !JyWii;*7VU6. 0 8 
g (15. 0 mm o 1 ) S:7 h7 t Kn77^4 5m 1 ttl$A?U h V 7x~jU#; 
^7^4. 7 2 g (18. Ommo 1 ) ftfr&ttTx IS^b^§Jl5. 9 

7 g (18. Ommo 1 ) Or l>7t Kn 7 9^*^2 Oml&2 O&ffl&j&MTT 

yyl/^yA^n-? 1-^77^ ; ^*t"tls : HHfet?Vl'=5 : 1) fctfbT 

WE©fl2£-fc6. 0 5 g«r«Sfe»«<Bjt U-C^^t (iR^8 6%)„ 

, H-ii^^^h/K2 7 0MHz, CDClj) 6ppm: 
7.81-7.76 (2H, m), 7.45-7.38 (2H. m), 7.25-7.19 (1H. m), 
7.09-6.99 (4H, m), 5.82-5.68 (1H, m), 6.29-5.21 (2H. m). 
4.85 <1H, dd, J=10Hz, 5Hz), 4.53-4.40 (2H, m), 3.52-3.36 (2H, m), 
2.82 (3H, s). 2.51-2.38 (1H, m), 2.30-2.16 (1H, m) D 

(2) (±) -2 - [2- (3. 7-i?*?'A"*'9'Zs<?-2s-l-<fA') - 

N, N-^fMM7$ K2 0ralt6 0 %?}C5fHb-M* 'j !>AO. 24 g (6. 
OmmoDfc®®, 3, 7'^^l/*tVf VI. lOg (6. 1 mm o 1 ) 
fcAOfcTS 0TCT?2l$ffl!a#Lfc. ^jaicMLfc^x RJfciSfc: (1) (±) 
-2- (2 -^u^ai^vw) -N-^fvl—N- (4 -7x/^^y^V^yl/7jx 
j/Ui/y 7!l/H^A'2. i 34g (5. Ommol)<DN, N-^?- 
/U/Jx^AT? K&&1 Om 1 ZML 8 O^CO 2l$ra&#L*:, ifil^iU^, 

#774- (gfl;^ty:«Sx^=3 : 1) left LT&SB<Z>fc£<B» 0 . 8 
6 g&&fe#i@ite@tei: U-Tltfc (HX*3 0%) o 



WO 99/51572 



PCT/JP99/01751 



186 

'H Ml' (2 70MHz, CDC 1 s ) 6 p pm : 
7.80-7.74 (2H, m), 7.51 (1H, s), 7.43-7.36 (2H, m), 
7.24-7.18 (1H. ra), 7.07-6.97 (4H. m), 5.82-5.67 (1H, m), 
5.28-5.18 <2H, in), 4.82 (1H, dd, J=llHz, 6Hz), 
4.49-4.37 (2H. m), 4.18-4.01 (2H, m), 3.98 (3H, s), 
3.57 (3H, s), 2.97 (3H, s). 2.31-2.18 (1H. m). 2.12-1.98 (1H, m) B 

(3) (±) -2- [2- (3, 7 -*y W^-V- 1 -^/U) Ji^yW] - 

(2) -C#fc (±) -2- [2- (3, 7 - v^^/U^-frX^- 1 — ( JV) ^ 

tkjfiH : 2 0 7 - 2 0 9*C 

'H-ttMM^^^ WW (2 7 0 MH 2, CDCl j-DMSO-d,) 
6 p p m : 

12.89 (1H, br.s), 8.02 (1H, s), 7.81-7.75 (2H, m), 
7.48-7.42 (2H, m), 7.27-7.23 (1H, m), 7.13-7.06 (4H, m), 
4.50 (1H, dd, J=10Hz, 6Hz), 3.87-3.75 (5H, m), 3.41 (3H. s), 
2.84 (3H, s), 2.13-2.05 (1H. m), 1.82-1.72 (lH.m) „ 

(±) -2- [2- (3. 7 -ittf-JUSf-Wf-Z'- 1 -4 A*) 
3vH -N-b Kn»S/-NB-^fyl — N g — (4 -7x y frS"*^*? y^yv* 
■=AQ ^'J K («vflS^**-§- 5-27) 

£I60»J4 3-OfSfc (±) -2- [2- (3, 7-^y^yW^f-^V- 1 -^yw) 

-N-y^yu-N- (4 -7 5 y ^v^yg y^yw^=yw) yywbJb 

i LTifc (IR^8 7%), 
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: 1 1 7 - 1 .1 9t (##) 
l H hfr (40 OMH z, DMSO-d 6 ) 6 p pm : 
10.76 (1H, s), 8.94 (1H, s), 8.02 (1H, s), 7.80-7.76 (2H, m). 
7.46-7.41 (2H, m), 7.27-7.23 (1H, m), 7.14-7.07 (4H. m), 
4.30 (1H. dd, J=9Hz, 6Hz), 3.86 (3H, s), 3.76-3.64 (2H, m), 
3.40 (3H, s), 2.94 (3H. s), 1.88-1.72 (2H, m) „ 

3?850»J 4 5 . (±) -N-tJ-jV- 2 - [2- (1 9 V- 2. 4 

y 

(1) (±) -N-j< ?yU- 2 - r 2 - (l-^Wt/!)y-2, 4^-*/*y 
-3 — f;W) — N — (4 -7 *S *i/'<yi£y*A'i£-A>) ^t)^ 

(±) — N — ( t --f Y^i/iiJVifs-jv) TV ju^xTfrOftt**) 

\Z&Mffl4 1 - (2) (±) -2 - -N-^t^^ 

— N — (4-7 ^ J ^ri/^-y^y^jv^^jv) inji/y 7U^^7 : A'iS:, 7* 

yi~f 5 KroftbOKi >-2, 4-*j*i'&m\ / ^xmMWi - 

(1) tP«6tt:EfS£*Tfcv\ 81BtfMt£-<l&£&6&5fci LT#fc (HX^7 2%)„ 
l H-^BJ^i!&^--«^ WW (2 7 OMH z, CDC1,) fippm: 

8.22-8.19(lH, m), 7.79-7.66 (3H,m), 7.43-7.36 (2H,m), 
7.29-7.18 (3H, m), 7.07-6.99 (4H, m), 6.81-5.67 (1H, m). 
5.27-5.18 (2H, m), 4.83 (1H, dd. J=10Hz, 5Hz). 4.47-4.37 (2H, m), 
4.24-4.06 (2H, m), 3.60 (3H, s). 2.99 (3H, a), 2.35-2.22 (1H, m), 
2.15-2.00 (1H, m) „ 

(2) (±) -N-*?-A>-2- f 2 - ( 1 -**f~lV*ff-/9 y- 2. 4-i?*y 

3i ^yU] — N — (4 -7 x. J trt/^Wy^Asfc^jV) {f^yy 
(1) T^fc. (±) — N — ^ =5- )V~ 2 - [2- (l-^f^t'/!Jy-2, 4 
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i^/i/] — n— (4-7 x.; **>^<^-i?y^A/*=iA') ^y 

tv fr^xT^zm^xnv&mz 3- o) ti^tu^^x^©^^^ 

•'H-gi«^l|^ ^ (2 7 0MHz, CDCl a ) 6 p p m : 
8.22-8.18 (1H, m), 7.78-7.67 (3H, m). 7.40-7.34 (2H, m), 
7.30-7.15 (3H, m), 7.05-6.96 (4H. m), 4.80 <1H, dd, J-lOHz, 6Hz), 
4.21-4.02 (2H, m), 3.59 (3H, 8 ), 2.98 (3H, a), 2.37-2.24 (1H, m), 
z.ii-i.tM (IK, m) o 

Ml&m 4 6 . (±) -N-tKP»'>-Na-^»>-2 - [2- (X-*?-jV 
^t^!)y-2, 4-i?ah>-3 — f/U) *.f-A/\ -Na- (4 - 7 / fr?^<:/ 
•tf^^yU^^yU) ^ ]) i/l/T $ K <fflaHb&tt#-g- 5-15) 

SllfcflJ 4 5 -C#fc (±) [2- (1 -pt^vW^l/y ^-2, 

4-i?^-V-3 — OW) 3i ^-A-] — N— (4 -7 a:/ =^^"0-if ^*yU3fc=:;l/) ^ 

£Gfe&;fctLT#fc (IR^7 6%) 0 
gH^ : 1 8 4-1 8 5t 

l H hyi/ (4 0 0MHz, DMSO-d,) 6 p pm : 
10.77 <1H, s), 8.95 (1H, s). 8.04 (1H, dd. J=8Hz, 1Hz), 
7.80-7.76 (3H, m). 7.46-7.41 (3H, m), 7.31 (1H, t. J=8Hz), 
7.27-7.23 (1H, m), 7.14-7.06 (4H, m), 4.33 (1H, dd, J=9Hz, 6Hz), 
3.85-3.74 (2H, m), 3.61 (3H, s), 2.95 (3H, a), 1.94-1.75 (2H, m) e 

^H&m 4 7 . (±) -N-pt^/U-2- [7- (1 1 -4 

/u) — n— (4 -7iy *i"<y\£yxji>fc=.ju) try */y 

(1) (±) -N-y»yU-2- [2- [ 7 -t^)\>- 3 - 
;W) J 1 JC^yU] -N- (4-7aiy *->^<y 
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3, 7 -i>^=)-J^^-V^y(0{^t>*)\Z 7-^^-3- (2- K'J ^^J^>]) 
,v) x. h*i't3-Ji'*-V-y i 2-y&%\f'>T&1km4 3- (2) fc|ig8!K:KJ&£fT&V\ 
ISiettte^fc&feJffllfc&i: Ltifc 5 l %) 0 

, H-gtJ8^&q§*'<* (2 7 OMH z, CDCl a ) fippm: 
7.80-7.74 (2H, m), 7.51 (1H, s), 7.43-7.36 (2H, m), 
7.25-7.18 (1H. m). 7.08-6.98 (4H, m), 5.81-5.67 (1H, ro), 
5.53 <2H, s), 5.26-5.17 (2H. m), 4.81 (1H. dd. J=10Hz, 5Hz). 
4.49-4.46 (2H, m), 4.17-4.02 (2H. m). 3.98 (3H, s), 
3.75-3.68 (2H, m), 2.96 (3H, s), 2.30-2.17 (1H, m), 
2.12-1.98 (1H, m), 1.01-0.97 (2H, m), -0.02(9H,s) . 

(2) (±) -N-^^-2- C2- (7 ~^^,y^y^y- l ~4 /V) zl<? 
yu] -N- (4 -7x / ^i/^y-Z yX/Uft-A,) jf])-yy 

(1) "C»fc (±) [2- [7-^^U-3- 

T-juis}) ju) =. h^-y^f-j^-fyf-y- i -4n/\ -n- 
*is«y-gy7./v&=.si>) ifyyy T ]) ^*-* ; r/\'%m^X'&MW 3 7 - (4) 

gt£ : 2 5 OlC£t± 

I H-&8j^#qg*'<* (4 OOMHz, DMSO-d 6 ) 6 p p m : 
12.90 (1H. br.s), 11.89 (1H, s), 7.93 (1H, s), 7.81-7.76 (2H, m), 
7.48-7.43 (2H, m), 7.28-7.23 (1H, m), 7.13-7.03 (4H, m), 
4.49 (1H, dd, J^lOHz, 6Hz), 3.84 (3H, s), 3.80-3.72 (2H, m), 
2.84 (3H, s), 2.13-2.04 (lH.m), 1.80-1.70 (1H, m) „ 

4 8 . (±) -N-b - [2- (7-^3vW 

*-try*f-y- l -4*) a: f-jui -Ni>- (4 -y^j if-fOVyxji'frzLji,) 
*9 i/yTH K 5-25) 
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mi&M4 7Vmtz (±) [2- ( 7 =J-J^^^>- 1 

(4X4*7 8%), 
18H£ : 1 9 4 - 1 9 5*C (#fl?) 

'H-gifi^*^*^ Vju (4 0 OMH z, DMSO- d 8 ) 8 p pm : 
11.89 (1H, s), 10.75(1H. d, J=lHz), 8.94 <1H, d, J=lHz), 
7.93 (1H, s), 7.82-7.76 (2H, m). 7.47-7.41 (2H, m), 
7.26-7.22 (1H, m). 7.13-7.07 (4H, m). 4.30 (1H, dd, J=9Hz, 6Hz), 
3.83 (3H, s), 3.71-3.59 (3H, m), 2.94 (8H, s), 1.88-1.70 <2H, m)„ 

•&ifi0>J 4 9 . (±) -N»- [3- (4 P u-7aL-jV) ^p X/l/^yUl -N 
-t Kp^-Nc- (4-;* Y**S'<Wv*A'ib=^>\,) ^!)yr; \t (Wn*<k 

( 1 ) (±) — N— (4 h^-i^OH^^;^^^) t3-juzLX7"/u 

m^xnmmi - (2) -b) kmmz&fc&fit£\,\ &ie<Dfc£-<Bj 

LT#fc. (iR$9 0%) o 

X Y\ Y}\> (2 7 OMH z, CDC 1 8 ) 6 p pm : 
7.79-7.82 (2H, m), 6.98-6.93 (2H, m), 5.05 (1H, d. J=10Hz), 
3.86 (8H, s), 3.71 (1H, dd, J=10Hz. 5Hz), 3.48 (3H, s), 
2.08-1.96 (1H, m). 0.95 (3H, d, J=7Hz), 0.87 (3H, d, J=7Hz) „ 

(2) (±) — N — f 3 - (4 P P 7 -? p /<yU3f A>] — N — ( 4 - * 

(l) X^lt (±) — N— (4 v^^^^/w^^yw) 
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'H-m&X.&t&X'*? (2 7 0MHz, CDC 1 3 ) 5ppm: 
7.88-7.83 (2H, m), 7.27-7.23 (2H. m), 7.18-7.12 (2H, m), 
6.92-6.86 (2H, m), 4.59 (1H. d. J=19Hz), 4.32 (1H, d, J=19Hz), 
4.15 (1H, d, J=llHz). 3.80 (3H, s), 3.51 (3H, s), 
2.32-1.75 (1H, m), 1.05 (3H, d, J=7Hz), 0.95 (3H, d, J=7Hz) . 

(3) (±) — N — C3- (4-^no7a^) ^pXyW^/W] — N — 
V^i/^l/M.^^A'Tii—tv) s*py 

(2) XftK. (±) — N — [3- (4-?DD7x=;W ^Dz-tyU^W] -N- 

(4 Y^'yO^-Vyx^K-fr) /f-/^^^Tj^m^xmmm3 3 

- (3) hmm^^jvoyM^mBL^nfi^. m&<Dfc-£-Va$:te&tii#:Vtk 
LXntl 01X^3 6%) 0 

'H-W^t^f/l' (2 7 0MHz, CDC1,) 6ppm: 
7.88-7.83 (2H, m). 7.27-7.21 (2H, m), 7.18-7.15 (2H, m), 
6.90-6.86 (2H, in), 4.49 (1H. d, J=19Hz), 4.41 (1H, d, J=19Hz), 
4.13 (1H, d. J=10Hz). 3.80 (3H, s), 2.28-1.76 (1H, m), 
0.99 (3H. d, J=7Hz), 0.97 (3H, d, J=7Hz)„ 

(4) (±) -Na- [3- (4-^PP7x=;U) y°v/*jV3?)V\ -N-fcKa 

(3) ~Cnft (±) — N — [3- (4 - ^DD7j-;1/) 7*D/v';l'^] -N- 

(4-^ h*i"<yiz>xA'*-si') y<y yim^xmmw2 tmmzt Kn*^ 

gk/£ : 153-154*0 

tH-mmfZ&mx^* b» (4 O OMH z, CDC l s ) 6 p pm : 
9.00 (1H, s), 7.85 (2H, d. J=9Hz), 7.57 (1H, br.s), 
7.27-7.26 (2H, m), 7.25-7.19 (2H, m), 6.90 (2H, d. J^9Hz), 
4.55 (1H, d, J=19Hz), 4.50 (1H, d, J=19Hz), 3.81 (3H, s), 
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3.69 (1H, d, J=llHz), 2.41-2.32 (1H, m), 0.89 (3H, d, J=6Hz), 
0.71 (3H, d. J=6Hz) „ 

Hlfe0>J 5 0 . (±) — N a — [3- (4-^Pn7i=A>) zf u *t\>*? fr} — N 
-tKo^r^-Na- (4 -7i; *i"<-y"£ y^ju^=./u) /<!)yy$ K (Ww 

(±) *&A'X.a , rA'k 4-7 *J*c*/'<y*tl/*)\/-fr=.A>9u V K 

km^wsik ^xmikw* y - wk <a> i4) K*pc*c4ig<z>£ 
£&*rfcv\ &!B<Dfc£-&&&8fe#,&tt@f*: t LT#fc (4 I&0>£tHK# 9 %)„ 

'H-^fitt^ig^^^ h/W (4 0 0MHz, CDC 1 ^ 6 p p m : 
8.97 (1H, 3), 7.87 (2H. d, J=9Hz). 7.74 (1H, br.s), 
7.38 (2H, t. J=8Hz), 7,26-7.18 (5H. m), 6.97-6.96 (4H, m), 
4.57 (1H, d, J=19Hz), 4.52 (1H. d, J=19Hz), 8.71 (1H, d, J=llHz), 
2.44-2.31 (1H. m). 0.91 (3H, d, J=6Hz), 0.76 (3H, d, J=6Hz) , 

5 1 . (±) -N-t KP^-Na- (4 -7j; *i"<l/-\£yx/l'fr 
-Na-7'as<j\'*ju;<\) yy S K (09 jjtfc&M* 6 - 4 ) 

Vats 3- (4 O P^ai/W) 7*oX;l/^;V7'o * KWftfc 0 £ TNs ^A^A- 

^p? K&fflVNTSlttj0i]4 9- (2) li^CXRlS^ofc. #£>;h,fc-fl^&&ffl 
^t, KKgtfkfflMS- (3) Rtf (4) ICiptT2I&eOR£$:fTfcV\ &gE£> 
rts6-«5$r$3tfe#&teSlfci: LT®£ (4 xno&ftM 2 4 %)„ 

'H-^^*®*^.? WW (4 0 0MHz, CDC1.) 6ppm: 
8.99 (1H, s), 7.85 (2H. d, J=9Hz), 7.45-7.39 (2H, m), 
7.25-7.21 (1H, m). 7.07-7.03 (4H, m), 4.37 (1H, dd, J=19Hz, 2Hz), 
4.30 (1H, dd, J=l9Hz, 2Hz), 3.60 (1H, d, J=llHz), 
2.36-2.27 (1H, m). 2.22 (1H, t, J=2Hz). 0.88 (3H, d, J=7Hz), 
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0.69 (3H. d, J=7Hz) „ 

5 2 . (±) -Na- [3- (4-»dd7i=^) zfa s*A>*? ;H -N 
- 2 7) 

K£ttiSM&fCi: LT£ifc0!l4 9- (1), (2), (3) (4) KifiCT4 I&tf) 
8%), 

'H-ti^^h^ (4 0 0MHz, CDC1,) 6ppm: 
9.32 (1H, s). 7.85-7.82 (2H, m), 7.33-7.20 (4H, m), 
6.95-6.91 (2H, m), 4.54 (1H, q, J=7Hz). 4.33 (2H, a). 
3.82 (3H, s). 1.32 (3H. d, J=7Hz) „ 

5 3 . (±) -N-pt^yW-N- (4-7x;^^yf^;^s/l/) 
-2- [2- (^9^y-2. 4-i>±l/-3-,(jV) ai^vH 

i - (2- yd *9-a>wa>) x. y**/*?)^*.; [3, 2-d] try * 

-2, 4 -^a-i^ftfrtf l£ 1 - (2-'b9 *1"A>fijA>) aih^v^^^xy 
^y-2, 4-*;*y£ffl^-C£jBli0lj4 1- (3) tmmzKKZftKW fc^T, 

®c>mzt y >vx.x*r)v>w&m\,sx$ : mm4 1 - (4) fc^icjetftagRf&R^ 

3%) 0 

'H-^^*q|^^^ hyl/ (2 7 OMH z, DMSO-d 6 ) fippm: 
12.26 (1H, s), 8.67 (1H, d, J=2Hz), 8.56 (1H. d, J=2Hz), 
7.81 (2H, d, J=9Hz). 7.46 (2H, t, J=8Hz), 7.25 (1H, t, J=8Hz), 
7.14-7.05 <4H, m), 4.53 (1H, dd. J=10Hz. 5Hz), 3.92-3.80 (2H, m), 
2.86 (3H, s). 2.23-2.12 (1H, m). 1.93-1.79 (1H, m) e 
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HJfcW 5 4 . (±) -N-tKn^->-Na-yfyl/-Nc- (4-7^y=fr> 
*<VMV7.A>ili— As) -2- [2- (^r!)^y-2, 4 -S?*-^- 3 ->f Ap 
i/y7; K (09^<fc;£&#S- 5-21) 
Hte0y5 3T#fc (±) -N-^/U-N- (4-7*; is* jUft- 

A*) -2 - [2- !J 2, 4-^*^-3-^^) acfvU] ^JJ*>y* 

LT#fc (IR^S5 4%) 0 
gt£ : 1 5 5 - 1 5 7 1 

I H-&fl£5Sftqi*'<* WW (4 0 OMH z, DMSO-d„) fippm: 
12.23 (1H, s), 10.77(1H, a). 8.96 (1H, t, J=lHz). 
8.67 (1H, d. J=2Hz), 8.56(lH,d.J=2Hz), 7.81-7.78 (2H. m), 
7.48-7.43 (2H. m), 7.25 (1H, t, J=7Hz). 7.16-7.09 (4H, m), 
4.33 (1H, t. J=7Hz), 3.78-3.72 (2H, m), 2.96 (3H, s), 
1.95-1.80 (2H, m) . 

Mlfcm 5 5 . (±) — N — [3- (4-^PP7i^) ^o/QUf^] -N- 
(4 -7ay frs/^^-gy.x/uxE^u) -2- (2 -y9A"{ $ K^fvw) 

*JflWC*lfc«2 7- (1) Rtf (2) fcPl«fcEl£:«:fTfcV\ fiEO^^X 
LT#fc (£-fHfc$8 8%)„ 
'.H-ttM***'** (2 7 OMH z, CDC1,) 6ppm: 
7.87-7.78 (4H, m), 7.74-7.68 (2H. ra), 7.42-7.34 (2H, m), 
7.26-7.17 (5H, m), 7.01-6.96 (2H. m). 6.94-6.89 (2H, m), 
4.67 (1H, t. J=7Hz), 4.46 (1H. d. J=19Hz), 4.35 (1H, d, J=19Hz), 
3.78 (2H, t. J=7Hz), 2.52-2.39 (1H, m), 2.23-2.09 (1H, m) . 



5 6 . (±) -Na- [3- (4-^PP7x-^) ^p/n>^;|/] -N 
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-tKnfrS'-Na- (4 -7iy =fr->^^if -2- {1-79j\, 

4 % Kai»/U) ^y->V7U' (0Hn«fc6-#ff4-3 - 1 3 6) 

^Jfi0!l5 5-C^fc (±) -N- [3- (4-^DD7s^) ^o/-?^^] - 
N- (4-7aty*^>"l!>'^A'*s/W) -2- ( 2 - 7 * 5 K^fvW if 

tl6#IltB{t:HTllfc (W6i*), 

'H-StAHK***'** (4 0 OMHz, CDC 1 8 ) 6 p pm : 
9.42 (1H ,br.s), 7.84-7.80 (2H, m), 7.75-7.67 (4H, m), 
7.44-7.89 (2H, m), 7.27-7.20 (6H, m), 7.00-6.98 (2H, m), 
6.63 (2H, d, J=9Hz), 4.52 (1H, d. J=19Hz), 4.50 (1H, d, J=19Hz), 
4.29 (1H, dd. J=10Hz, 6Hz), 3.70-3.64 (1H, m), 3.58-3.50 (1H, ra), 
2.60-2.51 (1H, m), 1.90-1.81 (1H, m) 0 

MM 5 7 . (±) — N— (4-7x;#^yfy^^) -N- (3- 
7xs^P^») -2- (2 -7#)\"{ % K^TvW) jf^W 

2 7- (l) &v (2) tn«HcK««rff*v\ «Co^««fr«EftfiMttH^ 
ttt#fc (6-M-tt* 9 0 %). 

'H-ttM^qlX^^ hA> (2 7 OMHz, CDC 1 ,) 6 p pm : 
7.83-7.79 (4H, m), 7.74-7.68 (2H. m), 7.40-7.16 (8H, m), 
7.00-6.88 (4H, m), 4.75 (1H, t. J=8Hz), 4.46 (1H, d, J=19Hz). 
4.37 (1H, d, J=19Hz), 3.87 (1H, t, J=7Hz), 2.49-2.37 (1H, m), 
2.23-2.09(lH,m) . 

^!60»J 5 8 . (±) -N-tKP»'/-Nc- (4 ~7^J *t*S'<l'-Vl'*A>*i 
=A0 -No- (3 -7 x .=.A'Zfas<Jl'*?fr) -2- ( 2 -79>\>4 5 Kjc^vW) 
ifV'sVY^ K (ffl5ft4<lfeff*8 ~ 12 2) 
^fi5#j5 7-C#*l (±) — N— (4 -7 * S **/^-ei/*j\,*z=./V) — N — (3 
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-7s=^n-K^/U) -2- (2 -7*>\"( 5 K^AO ^V^^SrfflV^T^I 

ttt Lxmtc 7%) 0 

'H-gH&^&ig;^* (4 0 0MHz, CDC1,) 6ppm: 
9.42 (1H. br.s). 7.83-7.79 (2H, m), 7.74-7.69 (4H, m), 
7.48-7.21 (9H, m), 7.00-6.96 (2H, m), 6.62 (2H, d, J=9Hz), 
4.55 (1H, d, J=19Hz), 4.49 (1H, d, J=19Hz), 
4.31 (1H. dd, J=lOHz, 5Hz), 3.71-3.65 (1H, m). 3.59-3.52 (1H, m), 
2.62-2.53 (1H, m). 1.91-1.83 (1H, m)„ 

Hlfe0ij 5 9 . (±) — N — (2 -y^-yU) — N— (4-7x;#->^yfy^ 
/Wi^n/W) -2- (2-7^>W % Y^)V) W*/^ 

^m\2 1- (1) RXfi (2) £PJ«fcRjfcfc|Tfrv\ &fE©fc3-<|& 
LT#fc (-g-&HtK$5 6 3%) 0 
'H-feKH^^^ (2 7 0MHz, CDC1 3 ) 6 p p m : 
7.87-7.79 (4H, m). 7.75-7.68 (2H, m), 7.44-7.36 (2H, m), 
7.23-7.17 (1H. m), 7.07-7.03 (2H, m). 6.98-6.93 (2H, m), 
4.62 (1H, t, J=8Hz), 4.21 (1H, dq, J=19Hz, 3Hz), 
4.06 (1H, dq, J=19Hz, 3Hz), 3.88-3.66 (2H, m), 2.51-2.38 <1H, m), 
2.23-2.07 (1H, m), 1.72 (3H, t, J=3Hz), 

%%m 6 0 . (±) — N a — ( 2-zf=J-=-jV) -N-bKP^-Na- (4- 
yx.S*i/+<l/-l£l/ -2- (2-7»yM" ^ K^fvW ^y>VT$ 

_K (fttijHk&tfriHi- 3 - 10 6) 

^Jfefll 5 9 rmt (±) — N— (2-y^nylx) — N — ( 4 - 7 * y * l^i? 
^^W^A-) -2- <2.-7*A^ « K^>U) ^^SrfflVNTHlfe0y 2 
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tz (IR^8 6%) 0 

'H (4 0 OMH z, CDC 1 8 ) 6 p pm : 
9.36 (1H, br.s), 7.84-7.79 (2H, m), 7.74-7.68 (4H, m), 
7.46-7.40 (2H, m), 7.30-7.22 (2H, m), 7.05 (2H, d, J=8Hz), 
6.75 (2H, d, J=9Hz), 4.28-4.12 (3H. m), 3.63-3.48 (2H, m). 
2.52-2.44 (1H, m), 1.83-1.75 (4H, m) 8 

mti&m 6 1 . (±) -2- L2- (i, i-s?*-*y-i. v?-t 
y— As — 3 2 -<4JU) -N-^f-yW — N- (4 — 7 x.J 

•VyxA>7fi-j\s) ? V is is m^it^^ 2-178) 

^ry*-/v-3-;a-^£/B^T3?ife0)j4 3- (2) tmm^R^n^w &v^, 

#feftfcTyyu^*x-M*&^Tlli8^i - (4) tmfttc&T V yi-Rlfcfcffjfc 
V\ MflZ<»ikG®&$i&®3ik LT#fc (^H-«R^6 2%)„ 

'H-^#i|^^f^ (4 0 0MHz, DMSO-d 6 ) 6ppm: 
18.00 (1H, br.s), 8.32 (1H. d, J=7Hz), 8.11-7.99 (3H. m), 
7.81-7.78 (2H, m), 7.48-7.43 (2H,m), 7.27-7.23 (1H. m), 
7.13-7.05 (4H, m), 4.65 (1H, dd, J=9Hz, 6Hz), 3.82-3.76 (1H, m), 
3.66-3.57 (1H, m), 2.80 (3H. s), 2.38-2.29 (1H, m), 2.00-1.90 (1H, m) „ 

?S«&0>J6 2. (±) -2- [2- (1. 1 

3 2 — { )V) x-=f-A>\ -N- b KP» J /-No -ptfvW-Na- 

(4 - ^X^ft^/W) ^^7$ K (0ij7j*te£<8>#^ 2-25) 

£J&fc0ij6 1 Tltfc (±) -2 - [2- (1, i-t?^-^y-i, 2-^^X^y 
J-T-Z—tX'- 3 2 a:^-yu] -N-^^-N- (4-7x/^. 

^ytfV^A^*^) *y^«rfflV%T3tlll[«|2fclSI#|£t Kb*S/7 5 KfcKJ& 
fcfffcv\ g£ofc6-tt*ft&?MM&Bft£ bTfcfc OR* 6 5%). 
'H-HN*****'** hyU (4 0 OMH z, CDC 1 „) 6 p pm : 
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9.23 (1H. br.s). 8.02 (1H, d, J=7Hz), 7.95-7.82 (3H, m), 
7.68-7.65 (2H, m), 7.44-7.39 (3H, m), 7.24 (1H, t, J=7Hz), 
7.10-7.07 (2H, m), 6.85-6.82 (2H, m), 4.51 (1H, dd, J=9Hz. 6Hz), 
3.78-3.71 (1H, m), 3.61-3.54 (1H, m), 2.91 (3H, s), 
2.48-2.39 (1H. m). 1.83-1.61 (1H, m) c 

6 3 . (±) -N-ptfvU- 2 - [2- (6 -;*?vUtf V X i?>- 2. 4 

j-^-ywj — n— (4-7x7 ^-y^yt ^^yw^^^) 
l- (2- MJ^^-^i^y^) ^Ytci/t^A'*?-^; [3, 2-d] fyse^ 

-2, 4 -v?*^<Dftfc>9 Jd 6 1 - (2- h!) ^3vl">U yW) ^h*^ 
^f^f!)5 5?y-2, 4 -**^£fflv^£j6094 1 - (3) t ffi«SfcE££*T 
ftv\ fci^T, ®btiftT V ju^x^frft%m^xnMM4 l- (4) 

<£-ftl&4S 1 9%) 0 

'H-$fl£^*i!&*^ hA- (2 7 O MH z, DMSO-d 6 ) 6 p p m : 
11.14 (1H, s), 7.79 (2H, d, J=9Hz), 7.46 (2H, t, J=8Hz), 
7.25 (1H, t, J=8Hz), 7.13-7.07 (4H, m), 5.46 <1H, a), 
4.46 (1H, dd, J=10Hz, 6Hz), 3.70-3.65 (2H,m), 2.81 (8H. s), 
2.12-2.00 (1H. m), 1.79-1.66 (1H, m). 

6 4 . (±) -N-fc KP^V-Na-^f/l/-2 - [2- (6-*5-JU 
fy$^y-2. 4-*s*V-Z-s( A>) a»>Ul -No- (4-7x/^y 
^y^VTSK (0>J^b#^#-g- 5-39) 
3!ife0»j6 3*C#fc (±) — N — ^ fvU- 2 - [2- (6-^^Wh'y %*?ls-2, 
A-*/*V-%-4 jV) x-tf-fr} — N — (4 *^^<yif ^ 
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'H h/V (4 0 OMH z , CDC 1 3 ) 6 p pm : 
7.76 (1H, br.s). 7.68 (2H, d. J=9Hz), 7.39 (2H, t, J=8Hz), 
7.21 (1H. t, J=8Hz), 7.08-7.05 (2H. m), 6.98 (2H, d, J=9Hz), 
5.49 (1H. s). 4.48 (1H, dd, J=8Hz, 6Hz). 3.79-3.75 (2H, m), 
2.88 (3H, s), 2.30-2.23 (1H, m), 2.09 (3H, s), 1.66-1.61 (1H, m)„ 

^k0»l 6 5 . (±) -N-.?t?-A/-N- (4-7a; 3rS*~<^i? ^J*yWftrwW) 
-2 - [2- (5-h!)7^P^f^f!)';i?y-2, 4-¥*l/-Z-J /\>) 
ai^AQ ^y *yy 

1- (2- h!)^f-/U'>!);U) ih^i/^^fxy [3, 2-d] k*«J5^^ 
-2, 4 -^sh^iDftfr*) £5- h >J 7Ar*TX*>f-A>- 1 - ( 2 - ky >t T-A'S/ 9 
A') ih^^f^f!)?^^, 4-^#v£OBl^T3?lfe0y4 1 - (3) 
&fcK&£fr3feV\ Jfcl^, #5>HfcT y ^i E -^v i /v^iSrfflV'»T^IJte034 1- (4) 

t Lttfc (-a-m-flx^ 2 7 %)„ 

1 H-&Bmftq|;*'<^ WW2 7 0MHz,DMSO-d 6 ) 5 p pm:8.09(lH. 
a). 7.79 (2H, d. J=9Hz), 7.49-7.43 (2H, m). 

7.28-7.22 (1H, m). 7.13-7.07 (4H, m), 4.48 (1H. dd, J=10Hz, 5Hz), 
3.79-3.67 <2H, m). 2.81 (3H. s), 2.15-1.99 (1H, m), 1.84-1.70 (1H, m) „ 

MMW 6 6 . (±) -N-bFo^v'-Nc-^fA'-NB- (4 -7^,/ 3r-> 

^y-tf y*A>*^AQ -2- [2- (5- by y**u*?-;u\?y %i?y-2. 4 

-*S*V-Z-y( AO J^aQ ^p/y/SK (81 jjMfc^M-g- 5-37) 

Slifcfll 6 5 -c#fc (±) -N-^^yu-N- (4-7^y *-yoify^yujj>^ 

AO -2 - [2- (5-H)7^tP^f//e!l*i?y-2 1 4 -5?*^- 3 -- f 
A,) ai^yu] ^ y i^y^rffl v»"C^lfe0iJ 2 £PH$l£k Kn*^r$ KftRJ&*frftv\ 

'H-&8S^#qg;*^ hA* (4 0 OMH z, CDC1 3 ) (ppm: 
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10.51 (1H, br.s). 9.89 (1H, br.s), 8.41 (1H, br.s), 
7.69 (2H. d, J=9Hz), 7.40-7.36 (2H, m), 7.20 (1H, t, J=7Hz). 
7.05-7.00 (4H, m), 4.56 (1H, br.s), 3.82-3.75 (2H, m), 2.81 (3H, a), 
2.26-2.23 (1H, m), 1.79-1.78 (1H, m) 0 

MMW 6 7 . (±) -N-^yu-N- (4 -7x; *f<>Vyxjm-/\s) 
-2- (2-7»W$ hVf-^) fVi/y 

(1) N- (4 =fr^-"<^1f ^;*yWftnyU) ty;-;W 

i? y /-yW3. 6 4 g (4 Ommo 1 ) £, ^^fty'l 0 0ml &tf7k2 0 0 
m 1 (Z>fe&$i\Ct8.ffiLs h V x.ffi'T 5^10. 12g (100 mm o 1 ) £fln;i 

10. 75g (40mmo I) <D***-*>&mi 0 0ml fcffiTU 

ftlO. 6 2 g£6fe&5fc±: (IRJ^8 2%)„ 

'H-^JBSUfcig*^ h/U (2 7 OMHz, CDC 1,-DMSO-d,) 
6 p p m : 

7.84 (2H, d, J=8Hz), 7.41 <2H, t, J=8Hz), 7.22 (2H, t. J=7Hz). 
7.09-7.01 (4H, m). 6.69 (1H, d, J=7Hz), 4.10-4.06 (1H, m), 
3.63-3.45 (4H. m) . 

(2) N-pt^-yw-N- (4 -7 a; fri~<^if^*yl/7fr:=:yw) ±])y~ju 

(1) T-^fcN- (4 -y^/^i/^yHyxfrfc-ji,) ±})/-/vio. 6 2 

g (3 2. 8 4mmol) £N, N - i/ * "J-jV-frtV^T 5 K 2 5 0 m 1 L» 
y«7A45. 39g (328. 4mmol) fcj&AOLfcgU a -7<{k;* fvW 5 . 
1 2g (3 6. l 2mmo 1) &S5TLfc e 2l$ffl|S#Lfc&, Ifoa^ 
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fffcHU mtR*>M*B. 3 2 g LXmz (45U$S 7 5 %). 

'H-^«a*H^^^ hA' (2 7 0MHz, CDC 1 s -DMSO-d 6 ) 
6 p p m : 

7.81 (2H, d, J=8Hz), 7.41 (2H, t, J=8Hz), 7.22 (1H, t, J=7Hz), 
7.08-7.00 (4H, m), 4.06-3.97 (1H, m), 3.70-3.56 (4H, m), 
2.86 (3H, s) 0 

(3) (±) -O- ( t -•7?-Jl'i?*?-Jl>^\),u) — N — p< ^j-jv— N — (4-73i 

(2) -e#feN-^^-^-N- (4-7i;*^-g^*=A) ±vs- 

JVZ. 3 2 g (2 4. 6 6mmo 1 ) ftO 5 ^ §y/-^4. 1 3 g (61. 65m 
mol) £N, N - i?^ f ^*^A7 U* 2 0 0 m I I, tt-CftttLfttf 

f)t-^^f^!J^o!) K3. 58 g (2 3. 4 3mmol)<DN, N 
5 m^50m 1 iiSTtfc. 2l$|ffli8# Lfcfl, 

mvttokLxmt (irj^3 8%) 0 

'H t»A- (2 7 OMHz, CDC1 8 ) 6ppm: 
7.78 (2H, d, J=9Hz), 7.44-7.38 (2H, m), 7.25-7.19 (1H, m), 
7.07-6.99 (4H, m), 4.01-3.96 (1H, m), 3.74-3.69 (2H. m), 
3.66 (2H. d, J=6Hz). 2.88 (3H, s), 0.84 (9H, s). 0.02 (6H, s) « 

(4) (±) -1- ( t -y^/U^^^^->'JyU^-^ri/^^^) — N — ^ f-jU-N 

(±) — n— ( t — :/ y*?*/jiA/i$.=.A') -fct-tyv mA'x^oftbO 

Id (3) (±) -O- (t -y^yW^^^i/'J /u) -N-^f-^-N- (4 
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Rf£fcfrfcv\ m&<D{t&®)$:&&®mk LTffc (ifc*$9 3%) 0 

l H Yfis (2 7 OMH z, CDC 1 8 ) 8 p pm : 
7.82-7:77 (2H, m), 7.73-7.69 (2H, m), 7.59 (2H, d. J=8Hz), 
7.39 (2H, t, J=8Hz), 7.20 (1H, t, J=7Hz), 6.98 (2H, d, J=8Hz), 
6.74 (2H. d. J=8Hz), 4.37-4.31 (1H. m), 4.02-3.93 (1H, m), 
3.72-3.63 (3H, m), 2.97 (3H, s), 0.88 (9H, s), 0.04 (3H, s), 
0.02 (3H, s) 0 

(5) (±) - 1 -fc Y'n* > s*?-/V-U-*<f-)i>-N- ( 4 - 7 J **y<VM 

(4) "C#fc (±) -1- (t y^^W) — N — ^ 

^VW-N- (4 -7zcJ *i"<l/1i VX./\>ftx.)V) - 2 -7#A"( $ K^fvWT" 5 
^7, 4 0 g (1 2. 7 4mmo 1 ) fcx t Kn77 V 5 Om 1 IC&A? U 1 
Mt h 7 ZfJ'A'T 7 J\7 JV^ U K/fh7t KD77^S(1 9. 11ml 

(19. 1 lmmo 1) &SsJraLTm?&Tll$|ifi«#Lfc, fc&fc&JE©* 

•fry : gfg$-i^,w= 2:1) |i#tT^S<0^fe 1.70 g &66t&;fct 
fc (1R^2 9%) 0 

l H YA> (2 7 OMHz, CDC1 3 ) Sppm: 
7.84-7.78 (2H, m), 7.75-7.70 (2H, m), 7.65 (2H, d, J=9Hz), 
7.39 (2H, t, J=8Hz), 7.21 (2H, t, J=8Hz), 7.00 (2H, d. J=8Hz). 
6.78 (2H, d, J=9Hz), 4.41-4.31 (1H, ra), 3.84-3.62 (4H, m), 
2.98 (3H. s). 

(6) (±) - 1 -T^yl/^^-N-^^yU-N- (4 -7zlS ^js^^H^X/Ufr 
->\>) - 2 - 7 * tvj $ K ^3vUT $ V 

**D~\)jl>?a !) KO. 5 1 g (4. 0 Ommo 1) ti?>f;^^*dfi/KO. 
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63g (8. Olmmol) PD^yiOml K&flfL- 7 8 , C|^}^*Pt 

fc. mftLtii&b, (5) XftK. (±) - 1 -t Ko^i^^-N-^fvi'-N 

- (4 -7iV ^fi/^Vif J^/M^yl/) - 2 * K^^vWX? 1 . 7 
0 g (3. 6 4mmo 1 ) ©^np^^|2 5ml 3 0 ftfflBW 
L/c„ 3fcV^ h V x-f-A^T 5 V 1 . 84 g (18. 2 mm o 1 ) fcjftT LT^iS 

K-fhy ^A-e^mmJESag-rsr t^J:0x «glBtf>fl;£-4& 1 . 5 8g&££# 

'H-^^ifi^h^ (4 0 0MHz, CDC1 8 ) 6ppm: 
9.57 (1H, s). 7.83-7.80 (2H. m), 7.76-7.72 (2H, m), 
7.62 <2H, d, J=9Hz), 7.40 (2H. t, J=8Hz), 7.24-7.20 (1H, m), 
7.00 (2H, d, J=8Hz). 6.76 (2H, d, J=9Hz). 5.00-4.96 (1H, m), 
4.08-3.95 (2H, m), 2.98 (3H, s) „ . 

(7) (±) -N-^^U-N- (4 -yaij *i"<l/l£VXjl'7fr~A>) -2- (2 

2->f^-2-yfV0. 95g (13. 6mmo 1 ) &th\ (6) "C#fc (±) 

- 1 -*/W5^-N-^ ^^-N- (4 -7i/ ^iX^y-tf y^yl>3jx=.^) -2- 
y#*"<% Kxf ;V7 5^1. 58 g (3. 40mmol)&> t-^^y-/H 
2ml&tfN, N-i?^ Wtb7 5 K5ml©^«<|m XliMkt h 
•J»>A0. 92g (10. 2mmol) t JJ ygfell*^ h U !7^r*fn# 1 . 0 
6g (6. 8 Ommo 1 ) <D*&®1 Om 1 £JjD*.T&i&T? 2 B#|Bi8t# Lfc 0 

^EiSaSLfc. gSS&^!)*yyV*7^^ovh^77^ ($f 
i;^PB^^y:^?; ->^ = 10:1) Ktf LX&tiUDikG-WH 0 . 60gS: 

'H-g^SS*©*^ (4 0 0MHz, CDC la) 6ppm: 
7.94-7.83 (2H, m), 7.80-7.71 (2H, m), 7.69-7.59 (2H, m), 
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7.41-7.37 (2H, m), 7.25-7.20 (1H, m), 7.01 (2H, d, J=7Hz), 
6.83-6.77 (2H, m), 5.18-5.12 (1H, m). 4.21-4.02 (2H. m), 
2.94 (3H, s)„ 

H!£0i|6 8. (±) -N-t KP^^-Ntt-^f/W-Nft- (4 -7;cy 
^-y-t^^Asib-As) -2- (2-7*/Wf * Kjtfyu) ?ywT%Y (W^it 
£4M&^3 -2 5) 

&mm6 7-C#fc (±) — N — ^ =5- jV— N — (4 -^/^i^^l^A-*^ 
1%), 

'H-gtSm^*^* (4 0 OMHz, DMSO-d 6 ) 6 p p m : 
11.06 (1H, s), 9.08 (1H. s). 7.86 (4H, s), 7.66 (2H, d, J=9Hz), 
7.46 (2H, t, J=8Hz), 7.26 (1H, t, J=8Hz), 7.10 (2H, d. J=8Hz), 
6.87 (2H, d, J=9Hz), 4.67-4.63 (1H, m), 4.05-3.98 (1H. m), 
3.68-3.58 (1H, m), 2.88 (3H.s) e 

MMffl 6 9 . N-y^A'-N- (4-7x;^^ygy^i|N^) -2 (S) 
- (2-7»*Y $ V^^-JU) yi)*/y m^ik&®)$r-%- 3-179) 

(±) -N- (t-^h*^;nK^) ft^-tyy T]) >vx.*TA'<r>i* t *>*) 

9%)„ 

StA : 1 5 5t- 1 5 6t 

'H-ttBtft***"** h/W (4 0 OMH z, CDC1 8 ) Sppm; 
7.87-7.82 (2H, m), 7.77-7.70 (4H, m), 7.42-7.36 (2H, m), 
7.23-7.19 (1H, m), 7.06-6.96 (4H, m), 4.76 (1H, dd. J=lOHz. 6Hz), 
3.82-3.67 (2H, m). 2.98 (3H, s), 2.36-2.27 (1H. m), 
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2.05-1.94 (1H, m) „ 

H P LCfttf : «ftH#llfl 3 6. 8# 

*7A; CHI RALCEL OJ-R (#V -fevWfc^Ig (80 Ms 

f*l€£ : 0 . 46cm l fiJ:15cm, :5|tm) 
#®J*B ; T-fe V-WAs : 0. 2%(v/v) MJ ct^vUT 5 V- D V 

mmmm ( p h 2 . 2 ) =2:3 

fltii ; 1 . 0mI/» 

®S ; 3 01C 

&ttl ; UV 2 5 4 nm 

£Jte0»J 7 0 . N-fc Ka3">-Ntt-.?t?vt'-Nq- (4 - 7 jc J Vif V 

-2 (S) - (2-7g;Wf $ ^>>V7SK (Ww<t& 

#8^3-2 6) 

(S) - (2-7*^ $ K*^) W§rffiV>X^16i0>J2iTOtct Ka^ 
^7 5 K<tE£&fTfcV\ 8sEtf>fc£#£&6#&te@ftt LX®1t (JR$9 0%). 

'H-TO*i|^h/l/ (40 0MHz, CDC1,) 5ppm: 
9.37 (1H, br.s), 7.84-7.80 (2H, m), 7.75-7.70 (2H, m), 
7.60 (2H, d, J=9Hz), 7.45-7.22 (4H, m), 7.09-7.07 (2H, m), 
6.82 (2H. d, J=9Hz), 4.33 (1H, dd, J=9Hz, 5Hz), 
3.70-3.61 (1H, m), 3.51-3.43 (1H, m). 2.93 (3H, s). 
2.38-2.29 (1H, m), 1.61-1.52 (1H, m)„ 
HPLC»«f - 4 2. 6 # 

#7 A ; CH I RALCEL OJ-R (^-fe/Wk^X^ ®L 

: 0 . 4 6 c m, : 1 5 cm, tfc& : 5 n m) 
^©ffi ; T± h- h V * : 0 . 2%(v/v) M) cc^vwr $ ^- y >- 



WO 99/51572 



PCT/JP99/01751 



206 

(pH2. 2) =3 : 7 
iSI; l. Oml/» 
ia« : 4 0<C 

&tti ;UV 2 5 4 nm 

Hfl&tfJ 7 1 . N-^TvP-N- (4 -7x/>»^y-gy^;H);^) -2 (R) 
- (2 -7?;^ * K^T-AO ^D->v (0ijjjMfc3-&#-5f- 3-179) 

N— ( t -7 Ytfytoivifs—tv) - L y t y ;n;*7vKpft;br) m 
N- ( t -7* h^S/^xK-^) -D-**t!)y Ty>'i':£*-r>'i'£ffiv^"t3IJI!i 

1 5 5t:- 1 5 7*0 

l H-gi«^i|^^h/l' (4 0 0MHz, CDC Is) 6ppm: 
7.87-7.82 (2H. m). 7.77-7.70 (2H, m), 7.42-7.37 (2H, m), 
7.22-7.19 (1H, in), 7.06-6.96 (4H, m), 4.76 (1H. dd, J=10Hz, 6Hz), 
3.82-3.67 (2H, m). 2.93 (3H, s), 2.36-2.27 (1H, m), 
2.05-1.94 (1H, m) 0 

HP LC^W : fi^mPnl 3 4. 2# 

7 2 . N— b Ko^r'>-No-^fA'-Na- (4-7xM^y-gy 

xtvia^fx,) -2 (r) - (2-7*^ $ k^^u) ^y^rsK (flj^fls-g* 

3-26) 

^Jfi01|7 1 T?#fcN-^^-N- (4-7*^^^^^^^^=^) -2 
(R) - (2-7*^ $ K^Tvw) ^y '>VSrfflv>X^«E0>l 2 tP&liifc Kn* 
>7S KfcE£&trfcV\ ^<afc£&fc&6#,ite@|#J; LT#fc (IR^9 3%). 

'H-$«S&#i&;*^ hyl/ (4 0 OMH z, CDC 1 8 ) 6 p p m : 
9.36 (1H. br.s). 7.84-7.80 (2H, m), 7.75-7.70 (2H, m), 
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7.62-7.59 (2H, m), 7.45-7.40 (2H, m), 7.26-7.23 (2H, m), 

7.08 (2H, d, J=8Hz), 6.83 (1H, d, J=9Hz), 4.33 (1H, dd. J=9Hz, 5Hz), 

3.67- 3.61 (1H, in). 3.51-3.43 (1H, m), 2.93 (3H, a), 
2.92-2.38 (1H, m), 1.60-1.52 (1H, ro)„ 

HP LCftft iftftmm 3 9. 0^ 

$z&M 7 3 . (±) -2- r 2 - (6. 7-*?t Kp-5H-'^p^ [ d ] 
f!J^S/-2. 4—i?*:s-3 — f/U) v-^-AA -N-^^^-N- (4-7x 

1- (2 - h y *f-fr*/y AO ^ ^^^vu^-ai/ [3, 2-d] fy^i?^ 
-2, 4-i?ty©^») |C 1 - ( 2 - hV * tf-fr*/ y A>) a; hdt-WTvO-e, 
7-i?tKD-5H-^n^ [d] tf'J?$?y-2, 4-i?*yZm^X& 

MW4i- (3) tnMMnEj&srftfcvv j^vn-c, uhnitr y jufttm 
^xmmm4i - <4) t^^KftsiR^&^^x^PTk^Kf&ir^Jtev^, 

mfc<0\K&to*b&®3Lk L"C#fc (m*2 3K), 

l H-^*l|^^ f/U (2 7 OMH DMSO-de) fippm: 
11.38 (1H, s), 7.78 (2H, d. J=9Hz). 7.49-7.43 (2H, m). 
7.25 (1H. t. J=8Hz), 7.13-7.07 (4H. ni), 4.47 (1H. dd. J=10Hz. 6Hz). 
3.69 (2H. t. J=8Hz). 2.83 (3H. s). 2.69-2.64 (2H, m). 

2.68- 2.47 (2H. m), 2.10-1.91 (3H. m). 1.76-1.62 (1H. m) 0 

mmm7 4. <±) -2- [2- <6. 7-^tKp-5H-^P^ r a i 

fc'!J g^V-2. 4-'^^-V-3 — fAp at^-A*] --N- b KP^r^-Na-^f 
^5-68) 

mmwn lx-mt (±) - 2- [2- (6, kd-sh-^ *n^* 
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[d] f»J5^>-2, 4-i^*V-3 — ( ;V) ^?-A<~\ - N - * ^vw- N - (4 
-7x7 ^-i/^yW i/^^ffl^THtS^J2 tl^eSK t Ko^ix 

ts: KfcEJ6fcfrftv\ m®.<D{k£to£b&®3ib tt^fc 0K#4 9%)„ 

gfc& : 2 0 7 - 2 0 9t 

'H-gE^^lfe*^ WW (4 0 OMHz, DMSO-dj) jppm: 
11.40 (1H, s). 10.73(1H, s), 8.95 (1H, d, J=3Hz), 
7.79-7.76 (2H, m), 7.48-7.43 (2H, m), 7.25 (1H, t, J=7Hz), 
7.14-7.U8 (4tt, m), 4.27 dd, cJ=»Hz, 7Hz), 3.68-3.51 (2H, m), 
2.92 (3H. s), 2.66 (2H, t, J=7Hz), 2.51-2.48 (2H, m), 
1.99-1.92 (2H, m), 1.84-1.74 (1H, m), 1.73-1.63 (1H, m) 0 

7 5 . (±) — N — [4- (4-^PP7xy^) ^yf y^M^] 
-N-*?*- 2- (2-7^yW-Y ^ Ka^/U) -^'J 

^y^y^=;^o!) K&Jflv*T3slMli - (2) -b) £ffl{R&£j£ 

fc*rfffev\ UK, #6>nfc<b*«f«rfflV>TJHt«l - (4) RaHcftT !f *E 
j£*rf?tev\ ««l«>fls**i**HA»*i:LT#fc 7 1%) C 

: 1 6 6 - 1 6 7 <C 
'H WW (2 7 OMHz, CDC 1 s ) 8 p p m : 
7.87-7.82 (2H, m), 7.80-7.70 (4H, m), 7.38-7.33 (2H, m), 
7.03-6.96 (4H, m), 4.76 (1H. dd, J=10Hz, 6Hz), 3.84-3.64 (2H, m), 
2.92 <3H. s), 2.48-2.35 (1H, m), 2.06-1.92 (1H, m)„ 

HK£0iJ 7 6 . (±) -Na- [4- (4-^an7x^^) ^<l/Ml/ ?-Jl<*- 

T$ K Wmt$m&%- 3-181) 

tkV&W7 3-C^fc (±) — N— [4- (4-^dd7i/^) <<>H>XjUjIs 
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s£90%) o 

: 90-9 31C 

l H-m&%£i&X'<* (4 0 OMH z, CDC l s ) fippm: 
9.34 (1H, br.s), 7.85-7.80 (2H, m), 7.77-7.72 (2H, m), 
7.62 (2H, d, J=9Hz), 7.42-7.23 (3H, m), 7.04-7.00 (2H, m), 
6.86-6.82 (2H. m), 4.33 (1H, dd. J=9Hz, 5Hz), 3.68-3.62 (1H, m). 
3.50-3.43 (1H. m). 2.93 (3H, s), 2.37-2.28 (1H, m). 
1.61-1.53 (1H, m) „ 

7 7 . (±) -N-^TvU-N- (4-7*S*i"<yV:/X>U7b=ijU) 
-2- (2 -7?/^ * \fs.f-/U) yyi/y 

v\ m&<r><k'erto&&n&0&&®&kLX®lz (-g»H-itz^9 2%). 

'H-^«t^*li|X^^ hvW (2 7 OMH z, CDCIj) 5ppm: 
7.88-7.81 (2H, m), 7.79-7.69 (4H, m), 7.43-7.35 (2H, m), 
7.23-7.17 (1H. ra), 7.06-7.02 (2H, m), 6.97-6.92 (2H, m), 
4.57 (1H, dd, J=8Hz, 6Hz), 3.84-3.67 (2H, m), 3.50-3.37 (1H, m), 
3.33-3.20 (1H, m), 2.44-2.31 (1H, m), 2.03-1.90 (1H, m), 
1.33 (3H, t, J=7Hz) „ 

%MW 7 8 . (±) -Na-xf^-N-tKD^^-Na- (4-7 x. J 

*<^'*t^*>vfr-i\>') -2- (2 -7*A"( $ y^jv) ^D'>>*t$k m^it 

^#^"3-4 2) 

&Jfe0>J7 7V%1t (±) -N-3.^yW-N- ( 4 - 7 » y *i<"<y-t» y*;W*=. 
-2- (2-7^^^) /'J -»&ffllN-C#?J£0i|2 t RflKci: Kn 
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8 %)„ 

'H-^*^^^ hvl/ (4 0 0MHz, CDC1,) fippm: 
9.49 (1H, br.s), 7.84-7.78 (2H, m), 7.74-7.70 (2H, m), 
7.60 (2H, d, J=9Hz), 7.44-7.40 (2H, m). 7.31-7.22 (2H, m), 
7.06 (2H, d. J=8Hz), 6.76 (2H, d, J=9Hz), 4.17 (1H, dd, J=9Hz, 5Hz), 
3.56-3.32 (4H, m), 2.45-2.36 (1H, m), 1.67-1.55 (1H, m). 
1.26 <3H, t, J=7Hz) „ 

3ll£0»J 7 9 . (±) — N— (4 -7*/*$"<y-gyx/Ufrx./V) -2- (2- 

*m\ *v>-c, nbtitcK.&vo%m^x%temi - <4> bmm\zt$LTv*m& 

£?Tfcv\ SifB^t^Sr^JIfe^ttSfti: tr#fc (^IHIZ^S 6%). 

l H-&M%&<&X'<* hA> (2 7 OMHz, CDC1,) 5 p p m : 
7.86-7.71 (2H, m), 7.76-7.69 (4H, m), 7.44-7.86 (2H, m), 
7.26-7.18 (1H, m), 7.07-7.03 (2H, m), 6.94-6.89 (2H, m), 
4.49 (1H, t, J=7Hz), 3.76-3.65 (2H, m), 3.32-3.09 (2H, m), 
2.43-2.31 (1H, m), 1.97-1.66 (3H, m), 0.89 (3H, t, J=8Hz) „ 

3llfe0>|8O. (±) -N-tKD^V-Ng- (4-7*; *i"Q J g>'XA'fc 
-fr) -2- (2-7^^$ -Nb-/p tVU^D i/VT% K 

<k&®)#%3 - 5 8) 

(±) — N — (4-7x/^^^^!|!i;V) - 2 - (2 

6%) 0 

'H-^BJc^lJl^^^ (4 0 OMH z, CDC1 S ) fippm: 
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9.49 (1H ,br.s), 7.84-7.80 (2H, m), 7.74-7.70 (2H, m), 

7.61-7.57 (2H, m), 7.45-7.40 (2H, m), 7.26-7.20 (2H, m). 

7.06 (2H, d. J=8Hz), 6.75-6.72 (2H, m), 4.16 (1H, dd, J=10Hz, 5Hz), 

3.55-3.32 (3H, m), 3.23-3.16 (1H, m), 2.44-2.36 (1H, m). 

1.76- 1.50 (3H, m), 0.88 (3H. t, J=7Hz) 0 

8 1 . (±) -2 - [2- (2, 3-^f;l/T M K) — N — 

1- (2- hV tf-frfV A?) ^ b^^/tf^x-J [3, 2-d] tf!J 

-2, 4 -v*y<Dftt>*) i-2, 3 \s<< % b'&m^xnmm4 1 - 

- (4) kmm\ztii.T yA-E£Srfrv\ fc&<&te£&&$ftfe#i&tt®tt:fcLT# 
It (-a-tf-UK^ 2 9%). 
1 H-&8&&#ij|;*'<* b* (2 7 OMHz, CDCI.) 6ppm: 

7.77- 7.73 (2H, m), 7.46-7.37 (2H, m), 7.21 (1H, t, J=7Hz), 
7.07-6.99 (4H. m). 4.69 (1H, dd, J=10Hz, 6Hz), 
4.65-4.42 (2H, m), 2.88 (3H, s), 2.27-2.17 (1H, m), 
2.03-1.83 (7H,m) 0 

8 2 . (±) -2 - [2- (2. 3—*?* 5vWv U->{ K) J^yul — N — 

^TS K <0iJ^jt£fc#4§- 5-17) 

8 1 "C#fc (±) -2 - [2- (2, 3-^f;WKF) ifyP] - 

2fc[§HSMct Kb^73 Kfl5RJS<:fTfcV\ TO<0<b&<l&&&l|&#,g,tt:g|tf:i: 
LX'&H (IR^7 3%). 

'H-^«Stt*lj|^^^ hA- (4 0 OMHz, CDC1 8 ) 6 p pm : 
9.41 (1H. br.s), 7.68 (2H, d, J=9Hz), 7.44-7.39 (2H, m), 
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7.23 (1H, t. J=7Hz), 7.09-7.06 (2H, m), 7.02-6.98 (2H, m), 

4.29 (1H, dd, J=9Hz. 6Hz), 3.48-3.42 (1H, m), 3.27-3.20 (1H, m), 

2.90 (3H, s), 2.25-2.17 (1H, m), 1.96 (6H, s), 1.60-1.51 (1H, m). 

3 j tnnm8 8i 

'M:'mm » 3 . (±) — 2 — [ 2 — (4, 5-yypn;y ^ h ) J^tr/^j — 
N-p< ^-yw-N- (4 -7a; fr^yif y^/U^^/U) ?)) i/y 
Gfet&* (£IHK$1 4%) 

'H-gHK^*^*'** h-M2 7 OMH z.DMSO — d 6 ) 6 p pm:8.08(2H, 
s), 7.83 (2H, d. J=9Hz), 7.47-7.41 (2H, m), 
7.23 (1H, t, j=7Hz), 7.12-7.08 (2H, m), 7.02-6.98 (2H, m), 
4.21 (1H, dd, J=9Hz, 6Hz), 3.63-3.44 (2H, m), 2.76 (3H, s), 
2.31-2.16 (1H, m), 1.73-1.56 (1H, m) 0 

MMM 8 4 . (±) -2- [2- (4. 5-^^ao7^;K $ K) J^yi/] - 
N-b KP»^-Na-^f^-Ntt- ( 4 -7 j. J 3r S^^if y if 

])</yT$ k mwfc&®m% 5-74) 

&fel&5fc <«R^6 4%) 0 
: 165~156t 

l n-m&f5,$i®X'<? Yfr (4 0 OMHz, DMSO-d 6 ) fippm: 
10.73 (1H, d, J=lHz), 8,96 (1H, d. J=lHz), 8.17 (2H, s), 
7.79-7.76 (2H. in). 7.49-7.44 (2H, m), 7.26 (1H, t, J=7Hz), 
7.19-7.14 (2H, m), 7.10-7.07 (2H, m), 4.30-4.26 (1H, m). 
3.52-3.40 (2H, m), 2.88 (3H. s), 2.00-1.93 (1H, m), 
1.86-1.78 (1H. m) . 
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Hlfeflfl 8 5 . (±) -N-^3vu-2- [2- (4-^9vw:7*,W $ K) ^ 
A"] — N — (4 -7x7 3">^<V-fef^.*/t/»-A0 
(^ltlR^5 3%)„ 
*H (2 7 OMH z, CDC 1 8 ) 6 p p m : 
7.77-7.70 (3H, m), 7.63 (1H. s). 7.60 (1H, d, J=8Hz). 
7.42-7.35 (1H, m), 7.22-7.17 (2H, m), 7.06-7.03 (2H, m), 
7.00-6.95 (2H, m), 4.75 <1H, dd, J=10Hz, 6Hz), 3.82-3.62 (2H, m), 
Z.yji a), 2.bi (.3H, s), 2.8b-2.23 (iH, m), 2.04-1.92 (Ltl, m) 0 

8 6 . (±) [2- (4-j*7vW 

T $ K (0iJ^{bB-^#-§- 5-76) 
£&&3fc (ifc$8 3%)„ 
gk£ : 1 5 7-1 58t 

'H-^^*R|X^^ (4 0 0MHz, CDClj) 5ppm: 
9.41 (1H, s), 7.68 (1H, d. J=8Hz). 7.60-7.58 (3H, m), 
7.54-7.49 (1H, m). 7.46-7.40 (2H, m), 7.26-7.22 (1H, m), 
7.09-7.06 (2H, m), 6.82 (2H, d, J=9Hz), 4.32 (1H, dd, J-lOHz. 5Hz), 
3.65-3.59 (1H, m), 3.48-8.41 (1H, m), 2.92 (3H, s), 2.50 (3H. s). 
2.35-2.27 (1H. m), 1.58-1.49 (1H, m) 0 

&Jfc0»J 8 7 . (±) -N-^/U-N- (4 -7x7 fr^^-t? V*;Mx~/W) 
-2- T2- (3. 4-t1^^W?K) yy^l/ 
£&t&* (-a-tHDl^ 3 5%) e 

'H-gtSS^*^*'** (2 7 OMH z, DMSO~d 6 ) 6ppm:9.11- 
9.09 (2H, m), 7.90-7.87 (1H, m), 7.81-7.77 (2H, m), 
7.49-7.43 (2H. m), 7.25 (1H, t, J=7Hz), 7.14-7.06 (4H, m), 
4.52 (1H, dd, J=9Hz, 6Hz), 3.71-3.50 (2H,m), 2.81 (3H, s), 
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2.31-2.17 (1H, m), 1.94-1.80 (1H, m), 

%mm 8 8 . (±) -N-bKo^^-Na-^^-No- (4-7*/*i/ 
^y^yxMa;!/) -2- [2- (3. 4 -f'J ^y^^/P^^rW ^ K) ^ 

jyvr^ k (0y*te£<l$j#-§- 5 - 5 ) 
.012*9 s%) 0 

: 99-101t 

'H-^flSStftRi^^^ hA' (4 0 OMH z, DMSO-de) 6 p pro : 
10.74 (1H. d. J=2Hz), 9.11-9.09 (2H, m), 8.97-8.96 (1H, m), 
7.89-7.88 (1H, in), 7.79-7.76 (2H, m), 7.49-7.44 (2H, m), 
7.26 (1H, t. J=7Hz), 7.17-7.16 (2H, m), 7.12-7.06 (2H. m), 
4.31-4.27 (1H, m), 3.55-3.44 (2H, m), 2.89 (3H, s), 
2.08-1.96 (1H, m), 1.94-1.82 (1H, m)„ 

^JfeCT 8 9 . (±) -2- [2- (6. 7-^h^y/W!)y-2, 4-V 

l- (2- h JJ x. Y**s*=3-fr*f-?ij [3, 2-d] b*Mi?y 

-2, 4 -^O^D \Z6, 7-^^h^fi/-l- l2-h\> *?-A'Z'9A') 
* h*^^*^/!) ^-2, 4 -v?:*-^fcffiV>-C^lfe0g4 1 - (3) tP}«Sfc: 
RJ*fcf¥fcv\ &V>-C. #6;h,fcTy ^:x*T;M*&^T3llfe0ij4 l - (4) k 

UT#fc (•a'H-iR*5 3%)„ 

l H-&m%&®*'<? (2 7 OMH z, DMSO-d 6 ) 6 p pm : 
11.24 (1H, s), 7.79-7.75 <2H, m), 7.48-7.42 (2H. m), 
7.29-7.21 (2H, m), 7.12-7.04 (4H, m), 6.69 (1H, a), 
4.51 (1H, dd, J=9Hz, 6Hz), 3.86-3.80 (5H, m), 3.78 (3H, s), 
2.85 (3H, s), 2.20-2.07 (1H, m), 1.83-1.69 (1H, m)„ 
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nmm 9 0 . (±) -2- [2- (6, Y*i/*-r*/y v-2, a-*s 

*i~<^-tfV;*/Ufr=./U) r»)^V7*K (^J^-g-^-i- 5-19) 
^WJ8 9tHfc (±) -2- [2- (6, 7-^F*^t/'JV-2, 4 

&.<olt&fa*&&1Srtil: VXftft (HX$S6 0%) 0 
j»£ : 1 4 6 - 1 4 8^ 

'H-KTOi|^h^ (4 0 0MHz, DMSO-d 6 ) 6ppm: 
11.26 (1H, s). 10.75(1H, s), 8.95 (1H, s), 7.79-7.76 (2H, m), 
7.46-7.41 (2H, m), 7.28 (1H. s), 7.24 (1H, t, J=7Hz). 
7.13-7.07 (4H, m), 6.68 (1H, s), 4.32 (1H, dd, J*9Hz. 7Hz), 
3.83 (3H, s), 3.77 (3H, s), 3.74-3.67 (2H, m), 2.95 (3H, s), 
1.93-1.83 (1H, m), 1.81-1.74 (1H, m) 0 

%Mm9i. • (±) — N — [4- (4 -y^uy^j »so ^y-Z^x/uKx. 
>u] -N->?vu-2- (2-7 5 Ka-fvv) 

4 -7iy *$"<yi£yxA'tiis:A>*u V K<Oftfc> 9 4 - (4 -^/u^n 7 * 
^y-g^vkJfcrwi'^D D KfcfflV>-C£i£0!ll- (2) -b) tuning 

HK#fen;Mb£&£/i^T^j£0iji - (4) tita&fcB&T y^s^fc 

fiv\ &fB<flfc£&&afet&5fci: LT®*: (&&HR2|s 8 2 %)„ 

'H-&j8^&l!&*^* (2 7 0MHz, CDC l a ) 6 p p m : 
7.88-7.82 (2H, m), 7.78-7.72 (4H, m), 7.12-6.93 (6H, m), 
4.76 (1H, dd, J=9Hz, 6Hz), 3.84-3.61 (2H, m), 2.92 (3H, s). 
2.38-2.25 (1H, m), 2.05-1.90 (1H, m)„ 
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mmm 9 2 . <±> -n a - [4- (4-7**07 ^^-tf^^/fr 

-/u] -N-bKo^r^-Na-^f;! — 2- ( 2 - 7 g $ K^^vW) ^ U 
^IlK Hb^Mt3-18 2) 

9 1 (±) -N- [4- (4-7**07*.; *<^1tl/*j\> 

2ti^«iirt kb^ts Kjfc*m\ m&<Dfc$(&it : &&®3ik Lx&fz mm 

9 3%). 
MM. : 100-101X5. 

'H-^et^*^^^^ hvW (2 70 MH z , CDC 1 8 ) 5 p pm : 
9.88 (1H, br.s), 7.87-7.72 (4H, m). 7.64-7.58 (2H, m), 
7.23 (1H, br.s), 7.16-7.03 (4H, m), 6.82 (2H, d, J=8Hz). 
4.33 (1H. dd. J=10Hz. 5Hz), 3.70-3.60 (1H, m), 3.62-3.41 (1H, m). 
3.92 (3H, s), 2.40-2.26 (1H, m), 1.65-1.58 (1H, m) 0 

9 3 . (±) -2 - [2- (6-^PPlf!)^;y-2, 4-^*^-3- 
4 )V) -N-ptf-ZW-N- (4 -7 x.J »^y<yx^sA') ^ U V 

1- < 2 - M * T'A'S'y /V) aih^^^^^V [3, 2-d] VVXVy 
-2, 4 -J?t^ft}5 9 6-^nn-l - ( 2 - h V * f-/V*/ y A>) 
i/ * 2, 4-i?;*-y&fflVNTx ^Jfe«J 4 1— (3) fcffHIticjZJS 
£ftv\ &vv?, ®&ftfcry/W3:xx>W*:£m^T£*fe0t|4 1 - (4) tp^lir 

(^W7 0%) 0 

'H-gBtft**:*'** V* (2 7 OMHz, DMSO-dj) 6 p pm : 
12.41 (1H, br.s), 7.78 (2H, d, J=7Hz), 7.47 (2H, m), 7.26 (1H, m), 
7.12 (4H, m), 5.89 (1H, s), 4.47 (1H, dd. J=9Hz, 5Hz), 
3.70 (2H, br.t, J=6Hz), 2.82 (3H, s), 2.08 (1H, m), 1.76 (1H, m). 
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%MM 9 4. (±) -2 - [2- (6-»PPt'Hv?y-2, 4-i/*-y-3- 
cc^/U] — N — t KP^rfX — Nq— pt^vW — Na— (4-7xy»'^^ 
y*;Ud>^yW) ^j)j/>T$K (0ij^b^-^S^- 5-84) 

^ft(«9 3t#fc (±) -2- [2- (6-^DDt!)*^y-2, 4-^^ 
-3 — T^) x-'f-fl'l -N-^^-^-N- (4 -7*. J Ifi/^Wl/ * frits— JV) 

(IR*6 8%) 0 
: 1 4 4- 1 4 51C 
'H-iBl^il^^ h/U (4 0 0MHz, DMSO-dj) 6 p p m : 
12.46 (1H, br.s), 10.73 (1H, s), 8.93 (1H, s), 
7.77 (2H, dd. J=9Hz, 2Hz)..7.46 (2H, m), 7.26 (1H, t, J=8Hz). 
7.13 (2H, d, J=8Hz). 7.09 (2H. d, J=9Hz), 5.87 (1H, s), 
4.28 (1H. dd, J=9Hz. 7Hz). 3.67 (2H. m), 2.91 (3H, s), 1.81 (1H, m). 
1.73 (1H. m). 

tiMm 9 5 . (±) -N-pt?vU-N- (4-7xy^^yfy7^r^) - 
2- [2- (6- h V 7fr*a *<?-A>\?}) **/y- 2, 4 -i?*y- 3 -J fr) ^ 
if ]) *sV 

1- (2 - MJ tf-fr-yy jv) V ju^x.; [3, 2-d] \?V$z?y 

-2, 4-?*y<oftt>*)\^ e-YVyfr^a^f-jv-i- (2- hV 

V/U) Y**/*?A,}£\) %i/y-2, 4-V*y*m^X. HJS0»J4 1- (3) 

UTifc (&Wbim7 1%) 0 
'H-gtl^l|^.VU (2 7 0MHz, DMSO-d 6 ) ippm: 
7.82-7.77 (2H, m), 7.43-7.36 (2H, m), 7.24-7.18 (1H, m), 
7.08-6.98 (4H, m), 6.02 (1H, s). 4.71 (1H, dd, J=llHz, 6Hz), 
4.04-3.88 (2H, m), 2.93 (3H, a), 2.32-2.19 (1H, m). 2.06-1.91 (1H, m). 
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3UH50O9 6. (±) -N-bKo^^-No-^f^-Na- (4-7x/>»^ 
y-gy;*/ufr~;W) -2- [2- (6- MJ 7Ar*v tf-A*}* jj %i?y-2. 4- 
^5i-^-3-^yw) 3^;w] ^y-yyygK W7*it&to&%- 5-88) 

MfoW 9 5 V&tz (±) -N->^^-N- (4-7*;^^^^;^^ 
AO -2- [2- (6- VV7^o^f-^t'V Xi?y-2, 4-i?*y-3-4 

: 1 7 9-1 80t (&#) 
'H-iI^i|^^h^ (4 0 0MHz, DMSO-d 6 ) 6 p p m : 
12.45 (1H, br.s), 10.76 (1H. br.s). 8.95 (1H, br.s), 7.81-7.76 (2H, m), 
7.48-7.43 (2H, m), 7.28-7.24 (1H, m), 7.15-7.05 (4H, m), 
6.21 (lH.s), 4.28 (1H. dd, J=9Hz, 7Hz), 3.70-3.56 (2H. m), 
2.91 (3H, s), 1.88-1.72 (2H, m)„ 

&«5fcl 9 7 . 2 (R) - [2- (6-»PPg'J S3?y-2, 4-V*>-3- 
yxA>frzLju) #\) *y>sT 5 K Mnitt.-&to&%- 5-84) 

•b $ ft-C<fe 5 n&M 9 4 <D4K&<b<D*ti t -m tfc, 
HPLCM:«ft«flI!l 8. 9# 
<fcl£&f*> 

i CH 1 RALCEL OD-RH "feMt^Igs (t*) 

rtS :0. 46cm, IS: 15cm, : 5 m m) 
>Wl:7tFsH)A':0. 2% (v/v) h!)iW$y-!J y 
(pH2. 2) = 55:45 

ifei£ : 0 . 5ml 
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its ; 2 ot: 

tfcffl ; UV 2S4nm, 

gSJfcfflJ 9 8 . 2 (S) - [2- (6-^POti;i?y-2, 4-i?*y-3- 

^jJfrxrsK (^J^^'teS-^ 5-84) 
L-***y y'«rm*W»A: LT£lfc0t|9 7 R«fcR£&?r&V\ &ie<*Mfc;£- 
<&3&Pfef&5fc<!: LT#£„ £0>t>©© 1 H-tt«*fti6;*'** h 7 * 5 # *C £> 

HPLC»jff:«Wlli 12. 1# 

2£S£0!I9 7 tl^C. 

Hffl50!l 9 9 . N-fc KP^^-Na-j'fA'-Wo- (4 - 7 x.y ^■j/^^iiy 
XA-fr-zW) -2 (R) - [2- (6 - h V 7>V*U*?-jV\i'y % W- 2. 4- 

*j*v-a-'(A') ^fr] ^y->yr^K (0>J^^#)#^- 5-88) 

h -fe ? (*:-C*> 5 glfcfll 9 6 <Dft.$&<D*ti t —ft t fc. 
HPLC#tlr : 10. 3# 

<n£4bfl : > 
£Jfe0ij9 7 tWC. 

MM 10 0. N-fc Ka^rV-Na-^^-Na- ( 4 - 7 j. / ^ ^ Vif 
-2 (S) - [2- (6-h!)7/^P^Wy?^-2i 4 

-i;a-^-3 — uv) ^y->yr$K (flj^flss-^*-^ 5-88) 
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HPLCM: #&I$I8J 1 3 . 2 £ 

mmm 9 i 1 m t. . 

2Ufe0>l 10 1-14 5 £>te£"&£3-fi!t Lfc. 

MMW 10 1. (±) -N-bKp^->-Nq- (4 -y^J 

fr—AQ -N a --fu/*)\o*?)V- 2 - [2- (ej) ;*^y-2, 4-*/Jrl/-Z~ 

j/l,) Ji^ywl j/^T $ K (04ii«ft#4b«^- 5-30) 

'H-gtSfc^ql*^ (4 0 OMH z, DMSO-d 8 ) 6 p pm : 
11.14 (1H, s), 10.69 (1H, s), 9.07 (1H, s), 7.82 (2H, d, J=9Hz), 
7.51-7.37 (3H, m). 7.25 (1H, t, J=8Hz). 7.14 (2H, d, J=9Hz), 
7.06 (2H, d, J=9Hz), 5.55 (1H, d, J=7Hz), 4.45-4.40 (1H, m), 
4.29-4.11 (2H, m). 3.71-3.53 (2H, m), 3.08 (1H. s), 2.10-1.93 (1H, m), 
1.81-1.69 (1H, m)„ 

^Ife0O 10 2. (±) -N-t Ka^r^-Ntt-^^yW- 2- [2- (2. 3 - 
•T7 * VW%iVi£**/<< % K) ac^yw] — N a — (4-7a;#^yf ^ 
ftzwW) ?\) i/^T% K (fflflMk&lfe**- 5 - 1 ) 

: 1 9 2-1 9 41C 
'H-^I^iS^^ (4 0 0MHz, DMSO-d,) 5ppm: 
10.76 (1H. t. J=lHz), 8.97 (1H, t, J=2Hz), 8.50 (2H, s), 
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8.29-8.25 (2H, m), 7.80-7.77 (4H, m), 7.48-7.43 (2H, m), 
7.25 (1H, t, J=7Hz), 7.18-7.03 (4H, m), 4.33 (1H, t, J=7Hz). 
3.57-3.45 (2H. ra), 2.91 (3H, s), 2.07-1.98 (1H, m), 1.94-1.78 (1H, m) 0 

Htfi0>J 10 3. (±) -N-bKa^^-No- (4-7i/> *r*/'<yi>yx/l' 
ft=./W) — N a —~7v*A'3?)\'— 2 — [2- (7 , f!)^>-2, 4-i?*y~-3- 

ai^/w] jf\)*/-yr % k 5-22) 

101-104t (&M) 
'H-^It*1^^ (4 0 0MHz, DMSO-de) 6ppm: 
12.22 (1H, br.s), 10.76 (1H, d, J=2Hz), 9.08 (1H, t, J=2Hz), 
8.67 (1H, d, J=2Hz), 8.55 (1H, d, J=2Hz), 7.91-7.83 (2H, m), 
7.48-7.44 <2H, m), 7.27-7.24 (1H, m), 7.17-7.06 (4H, m), 
4.49 (1H. dd, J=19Hz, 2Hz), 4.32-4.20 (2H, m), 3.87-3.74 (2H, m), 
8.09 (1H, t, J=2Hz), 2.14-2.05 (1H, m). 1.99-1.89 (1H, m) 0 

^Ifefcl 10 4. (±) -2 - [2- (5. 6-^»/^!j;s?y-2, 4-^ 
t\,*~iV) -Nc-yp/^^yj/yrSK m^{t-^¥9^4 -89) 

: 1 8 0 ~ 1 8 1 V (&m) 
, H-&m%&faX'<? hvW (2 7 0MHz, CDC 1 3 -DMSO-dj) 
6 p p m : 

8.82-8.77 (1H, br.s), 7.77 (2H, d, J=9Hz), 7.40 (2H, t, J=9Hz), 
7.22 (1H, t, J=8Hz), 7.17 (2H, d, J=9Hz), 6.95 (2H, d, J=9Hz), 
5.54 (1H. d, J=8Hz), 4.35-4.32 (1H, m), 4.29-4.22 (2H, m), 
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3.83-3.75 (2H. m). 2.56 (3H. s), 2.10 (3H, s), 2.08-1.70 (2H. m) a 

HJS0UO5. (±) -N-tKn^-Ng-^f^-Na- (4-7i/» 

~y<<y : Vyz.jv>fc=./i>) -2- [2- (6 -7 3tn>n*i) * j?y- 2, A-*/3rv 
-3-J/l>) a^/kl yyvzsTX K <0»J^jb£-<8>#-J§- 5-90) 

mmm 2 &v 6 a \m ctsmiS)^ tfc„ 

8fc;& : 179-1811C (#M) 

'H-^«^"6^ h/l' (400MHz, DMSO-d,) 6ppm: 
11.44 (1H, br.s), 10.75 (1H, br.s), 8.96 (1H, br.s), 7.81-7.72 (4H, m), 
7.57-7.42 (5H, m), 7.62-7.22 (1H, m), 7.14-7.06 (4H,.m), 
5.95 (1H, d, J=2Hz), 4.32 <1H, dd, J=9Hz, 7Hz), 3.70-3.59 (2H, m), 
2.94 (3H. s). 1.92-1.72 (2H, m). 

10 6. (±) -2- [2- $i/y-2. 4-¥*y- 

Xfy^^r/V) r9*sl/T%Y (Mmk&®&%- 5-86) 

mmm 2 rv e a \m txmmk&to*&tiL liz 0 

®& : 17 7-vl7 9lC (#») 

, H-8&&:Hri&*'<* WW (4 0 OMH z, DMSO-d.) fippm: 
11.13 (1H. s), 10.73 (1H, s), 8.95 (1H, s), 7.77 (2H, dt, J=9Hz, 8Hz), 
7.45 (2H, t, J=8Hz), 7.25 (1H, t, J=8Hz), 7.14-7.08 (4H, m), 
5.45 (1H. s). 4.27 (1H, dd, J=9Hz, 7Hz), 3.63-3.47 (2H, m), 
2.92 (3H, s), 2.32 (2H, <j, J=7Hz), 1.85-1.76 (1H, m), 
1.74-1.64 (1H, m)> 1.10 (3H. t, J=7Hz). 



10 7. (±) -Na- [4- (3-^PP7ay 3r»» ^Q"tf 
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rwU] — N — fc Kp^t'>-Nb-^ f-fls — 2 — (2 -7 9A>4 x Kj^AQ 9 *y 
vTx K <fl|*fls£-1&#* 3-183) 

« 

8fc£ : 8 1 - 8 4*C 

'H-gtMAft;*'**' hA* (4 0 OMH z. CDC 1 8 ) 6 p p m : 
9.41 (1H, br.s), 7.85-7.81 (2H, m). 7.76-7.72 (2H, m), 7.66-7.63 (2H, m), 
7.37-7.21 (2H. m), 7.10 (1H, t, J=2Hz), 6.98-6.96 (1H, m), 
6.90-6.86 (2H. m), 4.34 (1H, dd, J=9Hz, 6Hz), 3.68-3.62 (1H, m), 
3.50-3.42 (1H, m), 2.94 (8H, s), 2.88-2.29 (1H, m), 1.62-1.54 (1H, m)„ 

&tem 10 8. (±) -2 - [2- ( 5 -7A**-P \£ V 2, 4-&*>- 

-3 — (A*) x-^fls] -N-tKo^V-Nc- (4-7 zcJ**/+<l/*tV*fi'i£ 
~>l>) -Nc-^p^W!) % K m&ik&VoS^ 5-32) 

'H-fctM****'** h/W (4 0 OMH z, DMSO-dJ ippm: 
11.11 (1H, s), 10.75 (1H, s), 9.08 (1H, s), 7.88-7.79 <3H, m), 
7.47 (2H, dd, J=9Hz, 7Hz). 7.26 (1H, t, J=7Hz), 7.15 (2H, d, J=9Hz), 
7.08 (2H, d, J=9Hz), 4.50-4.42 (1H, m). 4.24-4.18 (2H, m). 
3.76-3.61 (2H. m), 3.20 (1H. s), 2.09-2.00 (1H, m), 1.85-1.76 (1H, m)„ 

HJfcf&J 10 9. (±) -N-bKp^-y-Ng- (4 -7^y fr^^-t? A? 
ft^AQ — N ft —y°u J<jl/3?fls— 2 — [2- (5- M) ^/wa-njt^/H^D $ 
-2, 4-i?*l/-3-s( fr) J-^yU] ^!) '>y7$ K (Wmk&to&fk 5-38) 

gk& : 170-17lt (#*¥) 
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'H-graft***"** (2 7 0MHz, DMSO-d 6 ) 6 p p m : 
11.07 (1H, s), 10.66 (1H, s), 9.11 (1H. s), 7.88-7.77 (3H, m), 
7.44 (2H, dd. J=9Hz, 7Hz), 7.27 (1H, t, J=7Hz). 7.16 (2H, d, J=9Hz), 
7.08 (2H. d, J=9Hz), 4.49-4.40 (1H, m). 4.22-4.13 (2H, m). 
3.77-3.62 (2H. m), 3.18 (1H. s). 2.09-1.91 (1H, m), 1.88-1.77 (1H. m)„ 

m&m lio. (±) -2- [2- (i. l-^^-^y-i, 2 — tyxw'y^ 

TV—A*- 3 -a-y- 2 -4>V) s.^rA>\ — N — t KP^'^-Na- (4 -7x7 
2-8 9) 

flM^ 8&tK6 2£il&CT&fBfc£4&&&#Lfc 0 

l H-^«g*i|^h;M4 0 0MHz > CDC1,) «ppm: 
9.31 (1H, s), 8.02 (1H, d, J=7Hz), 7.94-7.81 (3H, m), 
7.76 (2H, d, J=9Hz), 7-70-7.65 (1H, m), 7.49-7.46 (1H, m), 

7.41 (2H, t. J=8Hz), 7.23 (1H, t. J=7Hz), 7.08 (2H, d, J=8Hz). 
6.75 (2H, d, J=8Hz), 4.44-4.86 (2H, m), 4.40-4.10 (1H, m), 
3.74-3.59 (2H, ra), 2.60-2.51 (1H, m), 2.10-1.99 (1H, m), 

tklfoW 111. (±) -Na - [4- (3-7^tP7x^^) ^^1fV*;U 
ft:=./H -N-fc Kp^->-N a 2 - % }fs.^/U) {?}) 

yyr^ k wmt-et®&%3 - 1 s 4) 
mmm 2 \zm cxmmik&®z£&. Lit. 

l H-&&%&f&xs<? h/U (4 0 OMH z, CDC1 3 ) 6ppm: 

9.42 <1H, br.s), 7.84-7.61 (6H, m), 7.42-7.34 (2H, m), 6.97-6.80 (4H, m), 
4.33 (1H, dd, J=9Hz. 5Hz), 3.68-3.62 (1H, m), 3.50-3.42 (1H, m), 

2.94 (3H, s), 2.38-2.29 (1H, m) 1.63-1.54 (1H. m) 0 
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112. (±) -N-t KP^->-Ng-pt^- 2- [2- (5-*? 
^fxy [2. 3-d] fc'!J5^V-2. 4 -^^-^-3 -4 >V) -No 

- (4-7x^^ygy^^) yy*>>T$}t (Mntfls&M-g- 5-9 

2) 

: 1 4 2- 1 4 4t 
'H-^^^^^h^ (400MHz, DMSO-de) 6ppm: 
12.17 (1H, s), 10.76 (1H, s). 9.40 (1H, s), 7.78 (2H, d, J=7Hz), 
7.44 (2H, t, J=8Hz), 7.25 (1H, t, J=7Hz), 7.13-7.07 (4H, m), 
6.69 (1H, s), 4.83-4.29 (1H, m), 3.68-3.66 (2H, m), 2.94 (3H, s), 
2.34 (3H, s). 1.85-1.71 (2H, m) c 

m&W 113. (±) -N-t Ko^V-Na-^f^-Ntt- (4-7^/* 

yxsux-ju) -2- [2- (tru..K C2. 3-d] 4 
a -4 *.<?-A>] yy»yy$ K mm^¥a^ 5-93) 

mmm 2 6 \zm zxm%z<k&<to*&& l*: 0 

: 12B-128t <#fl?) 
l H-J£$ft*q|*^ (4 0 0MHz, DMSO-d 8 ) 6ppm: 
11.99 (1H, br.s), 10.76 (1H, br.s), 8.95 (1H, t, J=2Hz), 
8.62 (1H, dd, J=5Hz, 2Hz), 8.29 (1H, dd, J=8Hz, 2Hz), 
7.80-7.77 (2H, m), 7.47-7.42 (2H. m), 7.29-7.23 (2H, m), 
7.14-7.07 (4H, m), 4.32 (1H, dd, J=9Hz. 7Hz), 3.79-3.67 (2H, m), 
2.95 (3H, s). 1.90-1.81 (2H, m). 



114. (±) -N-bKo^r^-Nc-^^-Na- (4-7iM 
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>^if V7.)Vit.~)V) -2- [2- if-*.; T3. 4-d] tf»$S?S/-2. 4 

-■s?*-^-a->ryu) Ji^yu] y;j->vT$ k mfmk&vsm^- 5-94) 

B*£ : 1 3 5- 1 3 7t 

, H-&&$S#i&;*.'<* |wu (2 7 OMH.z, DMSO-d 6 ) fippm: 
11.98 (1H. s), 10.70 (1H, s), 9.35 <1H. s), 8.28 (1H, d, J=3Hz), 
7.80 (2H, d, J=9Hz), 7.44 (2H. t, J=8Hz), 7.26 (1H, t, J=8Hz), 
7.14-6.98 (4H, m), 6.89 (1H, d, J=3Hz), 4.20-4.11 (1H, m), 
3,66-3.50 (2H, m), 2.92 (3H, s), 2.00-1.93 (1H, m), 1.90-1.75 (1H, m)„ 

115. (±) — N — b KP»'>-Na-^^-2 - [2- (7-j<^ 
A*7^/ ^3. 2-d] trV*i?y-2. 4-^^-3-^) ai**] -Na 

5) 

Bk£ : 170-17 it; 

'H-^I^il^f^ (2 7 0MHz, DMSO-d 6 ) 5ppm: 
12.10 (1H, s). 10.69 <1H, s), 9.21 (1H, s), 7.80 (2H, d t , J=9Hz), 
7.43 (2H, t, J=8Hz), 7.26 (1H, t, J=8Hz). 7.16-7.00 (5H, m), 
4.21-4.08 (1H, m), 3.60-8.43 (2H, m), 2.91 (3H, s), 2.40 (3H, s), 
1.98-1.65 (2H, m). 

116. (±) -2 - [2 - (5-7;W*-Q-6-;*3vHf V S^V-2. 
4-i>*y-3-Jfr) -N-bKP^->-Nft-^^-Na- (4- 

?*y **y<yvyxjvits~j\>) ^'Jj/y7SK (0y^rt;£te## 5-96) 
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fife©* 

gb£ : 1 9 6-1 98t 

'H-SW&^^^b^ (4 0 0MHz, DMSO-d { ) fippm: 
11.16 (1H, s). 10.73 (1H, s), 8.94 (1H, s), 7.77 (2H, dt, J=9Hz, 2Hz), 

7.46 (2H, t, J=8Hz), 7.26 (1H, t, J=7Hz), 7.14 (2H, d, J=8Hz). 
7.10 (2H, dt, J=9Hz, 2Hz), 4.28 (1H, dd. J=9Hz. 7Hz), 

3.62-3.55 (2H, m), 2.91 (3H, s), 2.08 (3H, d. J=3Hz), 1.87-1.68 (2H. m) 0 

117. (±) -N-b KP^->-Na-^^yW-2- [ 2 - 

2. )\>) if^] — N a — (4-7*J* 

^V-ifV^/U^n^) 7y*/l/T$.Y (^-fk^S-f- 5-97) 

'H-fefiJ^i^^ (4 0 0MHz, DMSO-d 6 ) 6 p p m : 

10.70 (1H, s), 8.98 (1H, s), 7.77 (2H, d, J=9Hz), 7.47 (2H. t, J=8Hz), 
7.26 (1H, t, J=8Hz), 7. 16 (2H, d, J=8Hz), 7.10 (2H, d, J=9Hz), 
4.22 (1H. t, J=8Hz). 3.92 (2H, s), 3.25-3.14 (2H, m), 2.87 (3H, s), 
2.84 (3H, s). 1.91-1.80 (1H. m). 1.71-1.62 (1H, m). 

118. (±) -N-tKP^->-2- f2- U 5*Vl) *J>>-2. 4 
-i?*y-3 — <t\>) x.<?A>l -Na-^^yl — Na- (4 - 7=.J **y<Wl/ 

jf y i/VTK K m^it^-m^ 5-50) 

fife©* 

: 1 4 6 - 1 4 7t 
'H-^®^*i!|^^ hA' (4 0 0MHz, DMSO-d 6 ) Sppm: 

10.71 (1H. s), 8.97 (1H. s), 8.06 (1H, s), 7.77 (2H, dt, J=9Hz, 3Hz), 

7.47 (2H, t, J=8Hz), 7.26 (1H, t, J=7Hz), 7.15 (2H, d, J=8Hz), 
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7.10 (2H, dt, J=8Hz, 3Hz), 4.24 (1H, t, J=8Hz). 3.88 (2H, s), 
3.24-3.11 (2H, m), 2.87 (8H. s), 1.89-1.80 (1H, m), 1.76-1.64 (1H, m) 0 

119. (±) -N-t Ko»y-Wg-^fA>-Nfl- (4-7*;* 
i/'<VM>**Viti=.A') - 2- [2- (l. 5. 5- h D ff-jUJ * #-/\) 
2, 4-i?^>-3-^jU) ^y-»-T$K m^it-^m^ 5-54) 

mmm 2 & u 4 k m t T«BMb** & s-m t *:„ 

Sfc/S. : 1 5 5-1 5 61D 

l H-gtfit£(#tt;i'<4 r hA* (4 0 OMH*. DMSO-dj) 6 p p m : 
10.72 (1H. s), 8.97 (1H, br.s). 7.77 (2H, dt. J=9Hz, 3Hz), 
7.47 (2H, t, J=7Hz). 7.26 (1H. t, J=7Hz), 7.16 (2H, d, J=7Hz), 
7.10 (2H, dt, J=9Hz, 3Hz), 4.24 (1H, t, J=8Hz), 3.28-3.15 (2H, m). 
2.86 <3H, 3). 2.78 (3H, s), 1.92-1.83 (1H, m), 1.74-1.65 (1H, m), 

12 0. (±) -N-bKP^->-No->»^-Na- [4- (tT»J^ 
>-4-y(jV) **i/'<lslZ^XjVfr^A''\ -2- [2- f3. 2-d] 

f 5-98) 
I&& : 1 6 7 -1 6 8*0 <##) 

1 H-mm$L&1&X'<# YJV (4 0 OMH z, DMSO-d 6 ) 6 p p m : 
11.90 (1H, br.s). 10.74 (1H, br.s), 8.97 (1H, br.s), 8.50 (2H, d, J=6Hz), 
8.07 (1H, d, J=5Hz). 7.89-7.86 (2H, m), 7.35-7.32 (2H, m), 
7.05 (2H, dd, J=5Hz, 1Hz), 6.93 (1H, d, J=5Hz), 
4.30 (1H, dd, J=9Hz, 6Hz), 3.75-3.58 (2H, m), 8.00 (3H, s), 
1.93-1.73 (2H, m). 
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MMM 12 1. (±) -2- C 2 - (6-gPP-l -jtfryUtT!) » ^V-2. 
4 3 -^QW) ^^yw] -N-bKo^^-Nc-^f^-Na- (4- 

7x^->^ yyi/ v7 s k (0ij^^b^fe#-t 7-212) 

gfc£ : 9 0 - 9 3"C 

: H— ^Si^w^A^^ h/i^ (4 0 OiviH z , UMSO-d 6 ) 6 p p m : 
10.74 (1H, br.s), 8.95 (1H, br.s), 7.80-7.75 (2H, m), 7.48-7.44 (2H, m), 
7.28-7.24 (1H, m), 7.16-7.06 (4H, m), 6.07 (1H, s), 
4.27 (1H. dd, J=9Hz, 7Hz), 3.70-3.65 <2H. m), 3.42 (3H, s), 
2.91 (3H, s), 1.86-1.68 (2H, m). 

%%m 122. (±) -2 - [2- (6-^pp-1 

SVisy m^ik&yo%% 7-222) 

: 1 15-1 17t 
'H-gS^^h^ (4 0 0MHz, DMSO-d 6 ) 6 p p m : 
7.78-7.74 (2H, m), 7.42-7.37 (2H. m). 7.23-7.19 (1H, m), 
7.06-6.99 (4H, ra), 5.93 (1H. s). 4.74 (1H. dd, J=10Hz, 6Hz), 
4.02-3.89 (2H, m), 3.65 (3H, s), 2.92 (3H, s), 2.28-2.20 (1H, m), 
2.05-1.94 (1H, m). 



^KS0iJ 12 3. (±) -No- C4- (4-^PP7 a y^j/) *<y\2yxA>7fr 



-^1 - 2- [2 - (O-^ppK'!) 5^-2. 4-i?*>-3-J/l') ^5vH 
-N- fc KP»->-No-^^!Ji/y7; K (0i]?iMt-8-'Bl#-J§- 7-181) 
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mmm 2 rv 9 a txmmt&®z&f$. bfc„ 

i»£ : 171-1731C 

^-mmft&m*'*? 1^ (4 0 OMH z, DMSO-d e ) 6 p pm : 
12.38 (1H. br.s). 10.72 (1H, s), 7.78 (2H, dt, J=9Hz, 3Hz), 
7.50 (2H, dt, J=9Hz, 4Hz). 7.17 (2H, dt, J=9Hz, 4Hz), 
7.14-7.12 (2H, m), 5.90 (1H, s), 4.27 (1H, dd, J=9Hz. 6Hz), 
3.63-3.51 (2H, m). 2.91 (3H, s). 1.86-1.75 (1H. m), 1.75-1.69 (1H, m) 0 

MMW 12 4. (±) -2 - f2- (6-^PPe«J *Vl/-2, 4-*/*^- 
3 — f ;U) J^yU] -Na- T4- (4-7;l/tP7x/^-» ^< V-fef SOl/t/ftr: 

/w] -N-b Kp»->-Na-^ wjj/yr; k m7*{c&to&%- 7 - 1 8 2 ) 

mmw 2 & v 9 4 lev txmi\k£fy*'&®. tfc„ 

gfc£ : 190-1 9 It: (&J|f ) 

'H-iI^*i|^^ (4 0 0MHz, DMSO-d,) 5 p p m : 
12.38 (1H, s), 10.72 (1H, s), 7.7 6 (2H, dt, J=9Hz, 3Hz), 
7.32-7.26 (2H, m), 7.23-7.18 (2H, m), 7.08 (2H, dt, J=9Hz, 3Hz). 

5.89 (1H, s), 4.27 (1H. dd. J=9Hz, 7Hz). 3.63-3.54 (2H, m), 

2.90 (3H, s), 1.86-1.79 (1H, m), 1.77-1.67 (1H, m) 0 

MfoM 12 5. (±) -Na- [4- (4-^PP7a^j/) ^^ifVXyUft 
—^J -N-bKo^'>-Na-^f/l-2- f 2 - ( 6 - h V 7*-&ti t <f-iV\? 

'J $ 'sis — 2. 4-*?*ls -Z-s( ,\,) ^/Ul ^J^TSK m^{t^¥o^ 

8-18 1) 

: 1 7 3 - 1 7 4 (#M) 
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'H h>U (4 0 0 MH z , DMSO-d 6 ) 6 p pm : 
12.40 (1H. br.s), 10.74 (1H, br.s), 8.94 (1H, br.s), 7.80-7.77 (2H, m), 
7.51-7.47 (2H, m), 7.19-7.11 (4H, m), 6.20 (1H, a), 
4.28 (1H, dd, J=8Hz, 7Hz), 3.67-3.56 (2H, m), 2.92 (3H. s), 
1.88-1.71 (2H, m), 

12 6. (±) -No- [4 - (4-7^tP7x;#->') <<VMl/X>\> 
fr— A^] -N- fc KP^->-Na-^f^- 2 - [2 - (6-b'J :7yW:fra ;* 3vW 

*8-182) 

mmw 2 x 9 6 ir m c -ctniefts-igj t s-m l fc„ 

j»J& : 1 6 3-1 64t (£■#) 

'H-^flS^ifi^^^ (4 0 0MHz, DMSO-d 6 ) 6 p p m : 

12.40 (1H, br.s), 10.74 (1H, br.s), 8.95 (1H, br.s), 7.79-7.75 (2H, m), 
7.33-7.26 (2H. m), 7.24-7.17 (2H, m), 7.11-7.05 (2H, m), 6.21 (1H, s), 
4.28 (1H, dd, J=9Hz. 7Hz). 3.70-8.67 (2H, m), 2.90 (3H. s), 
1.88-1.71 (2H, m)„ 

mm® 12 7. (±) -No- [4- (3-^OP7a^-» ^VifV^yWfr 
-;H -N-b F2- (6 - h!) yjV*** fyWK* 

8-194) 

2 &tf 9 6 £9 CT^lB^#)^^fi!c bfco 

MiK : 1 6 8 - 1 6 9"C (##) 

'H h/U (4 0 OMH z, DMSO-d 6 ) 6 p p m : 

12.41 (1H, br.s), 10.74 (1H, br.s), 8.96 (1H, br.s), 7.82-7.79 (2H, m), 
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7.47 (1H, t, J=8Hz), 7.31 (1H, dd, J=8Hz, 2Hz), 7.24 (1H, t, J=2Hz), 
7.18-7.07 (3H, m). 6.21 (1H, s). 4.28 (1H, dd, J=8Hz, 6Hz). 
3.67-3.55 (2H, m), 2.93 (3H, s), 1.88-1.72 (2H, m). 

%MM 12 8. (±) -No - [4- (3-^DP7a;»^) ^yVyxjufr 
-^1 - 2- [2 - (6-^DPfy $j»-2. 4-j>*>-3-jA<) 
-N-b KP^^-No-^W^i/V7S K Mx<{k&Vsm^ 7-194) 

M& : 1 6 8 - 1 7 0 1 (##) 

'H-^^*^;*^ (4 0 OMH z, DMSO-de) Sppra: 
12.41 - 12.35 (1H, br.s). 10.73 (1H, s). 8.95 (1H, s), 
7.79 (2H, dt, J=9Hz, 3Hz), 7.47 (1H. t, J=8Hz), 
7.31 (1H, dd, J=8Hz, 2Hz), 7.25 (1H, t, J=2Hz), 
7.16 (2H, dt, J=9Hz, 3Hz), 7.11 (1H. dd. J=8Hz, 2Hz), 
5.89 (1H, s), 4.26 (1H, dd, J=9Hz, 7Hz), 3.66-8.50 (2H, m), 
2.92 (3H, a), 1.86-1.68 (2H, m) 0 

%MW 12 9. (±) -2 - [2- (6-^PPb-iJ **?ls~2, 

^-^-)V\ -Na-xf;l/-N-t Kn^r'>-Na- (4-7i/^ 

i/-£v ^!)vyr$ K wmt£to# J %7 - 4 2) 

'H-gUK^*^*^* hvW (4 0 OMH z, DMSO-d e ) fippm: 
12.38 (1H, br.s), 10.67 (1H, s), 8.98 (1H, s), 7.81 <2H, d, J=9Hz), 
7.46 (2H, t, J=8Hz), 7.26 (1H. t, J=7Hz), 7.14 (2H, d, J=8Hz), 
7.08 (2H, d, J=9Hz). 5.88 (1H, s), 4.21 (1H. t, J=8Hz), 
3.69-3.61 (1H, m), 3.59-3.52 (2H, m), 3.24 (1H, dq, J=15Hz, 7Hz), 
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1.90-1.82 (1H, m). 1.77-1.68 (1H, m), 1.20 (3H, t, J=7Hz) e 

nmm 130. <±> - 2- 12- (6-»npftj 5^-2. 

Z-JjV) ^fr] -Na- [4- (3-7^tP7i/^'» *<y-\2yxji>fr~ 
/W] -N-t KP^S/-Ng~p»»^^U ^VT5 K (0»J^fc£-&#-J|< 7-1 96) 

sum 2 &i>* 9 4 &m cxmmt<etfy&$ti. tfc. 

%M : 147 — 146 "C 

l H-&m%.#l&X^? hJ\s (4 0 OMHz, DMSO-d.) 6 p pm : 
12.40-12.36 (1H, br.s), 10.74 (1H, s). 8.94 (1H, s), 
7.78 (2H, d, J=9Hz). 7.51-7.45 (1H, m), 7.16 (2H, d, J=9Hz), 
7.11-7.01 (2H, m), 6.97 (1H, d. J=8Hz), 5.76 (1H, s), 
4.26 (1H, t, J=8Hz), 3.68-3.43 (2H, m), 2.93 (3H, s), 
1.87-1.65 (2H, m) 0 

HJfcfcl 13 1. (±) -2- [2- (6-^DQl^!);^-2, 4 — 
3~j,u) J^W] -N-fc KD^->-Na-^f^-Na - [4- (tfjJi?^- 
4 — T/W) ^^^-g^^^rL/u] /D^y7$ K (09^b^#^- 7-26) 
£Jfc0>j2, 2 ORtf 9 4fcipCT£&te£&££,£L*:. 

: 1 6 3- 1 6 5t (#fl?) 
'H-^II*i|^^ (4 0 0MHz, DMSO-d e ) 5ppm: 
12.43 (1H. br.s), 10.72 (1H, s), 8.96 (1H, s), 8.52 (2H, br.s). 
7.86 (2H. d. J=9Hz), 7.34 (2H. d, J=9Hz), 7.06 <2H, d, J=5Hz), 
5.89 (1H, s), 4.26 (1H, dd, J=9Hz, 6Hz), 3.62-3.50 (2H, m), 
2.96 (3H, s), 1.87-1.70 (2H, m). 



%mm 13 2. (±) -Na- [4- (3 -yA>±uy^J ^y-g^yu 
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frs~/ls] -N-b KP^r'>-Na-^f^-2 - [2- (6- f D 7 As*u / » 71" 
■9-8-19 8) 

1 6 8-1 6 9<C (#*?) 
'H-gil^iS^^ hA/ (4 0 0MH2, DMSO-d,) Sppro: 
12.41 (1H, br.s), 10.74 (1H, br.s), 8.96 (1H, br.8), 7.82-7.79 (2H, m), 
7.47 (1H, dd, J=15Hz, 8Hz), 7.19-7.16 (2H. m), 7.15-7.03 (2H, m), 
6.97 (1H, dd, J=8Hz, 2Hz), 6.21 (1H. s), 4.28 (1H, dd, J=9Hz, 7Hz), 
3.68-3.51 (2H. m), 2.93 (3H. s), 1.91-1.71 (2H, m). 

&Jfe0i| 13 3. (±) -N-KKP^i/-No-^^Na - [4 - (t*!)3? 
V4-4tV) l/*)Vfo=.iV\ - 2- [2- ( 6 - h V 7^*0 * 3vW 

^8-26) 

116-118t 

'H-mftttftX"*^ Yj\> (4 0 0MHz, DMSO-d 6 ) 5ppm: 
10.77 (1H, br.s), 8.97 (1H, br.8), 8.52-8.50 (2H, m), 7.87-7.83 (2H. m), 
7.34-7.32 (2H, m), 7.06-7.04 (2H, m). 5.99 (1H, s), 
4.25 (1H, dd, J=9Hz, 7Hz), 3.64-3.51 (2H, m), 2.98 (3H, s), 
1.87-1.68 (2H, m) 0 



%W\ 13 4. (±) -2- [2 - (6-^PPlf^;i;y-2, 4-i?*>- 



3-4*) -N-b KP^^-Na-/pe;U-Na- (4-7 x.J *i/ 

^-g^XyWftr^W) */*sT% K 7-58) 
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nm&i 8 0 fttf 9 4 \Z® CT®f&fc£4&££fi& Lfc, 

'H-^fl$^*«>|^^^ WW (4 0 OMH z, DMSO-de) 6 p p m : 

12.38 (1H, br.s), 10.65 (1H, s), 8.98 (1H, s), 7.81 (2H, d, J=9Hz), 
7.46 (2H, t. J=8Hz). 7.15 (1H. t, J=7Hz), 7.14 (2H, d, J=7Hz), 
7.08 (2H, d, J=9Hz), 5.88 (1H. s), 4.19 (1H, t, J=8Hz), 
3.65-3.54 (2H, m), 3.41 (1H, dt, J=16Hz, 8Hz), 

3.08 (1H, dt, J=16Hz, 8Hz). 1.90-1.82 (1H, in), 
1.74-1.60 (3H, m), 0.78 (3H, t, J=7Hz) c 

13 5. (±) -No-x^-N-tKn^-Na- (4-71^^ 
»^y^y^A>»sA>) -2- [2- (6- h U7^^-a^»A>tf.jj 5^^-2. 
4-*S*V-Z-y( fr) xfyW] yy->y7U' Wmt'&to&% 8-42) 

'H-^M^h^ (4 0 0MHz, DMSO-dj) 6 p p m : 

12.39 (1H, br.s), 10.69 (1H, br.s), 8.99 (1H, br.s), 7.83-7.78 (2H, m), 
7.48-7.43 (2H, m), 7.27-7.23 (1H, m), 7.15-7.05 (4H, m), 6.20 (1H, s), 
4.28 (1H, t, J=7Hz), 3.74-3.53 (3H, m), 3.40-3.32 (1H, m), 
1.94-1.72 (2H, m), 1.20 (3H, t, J=7Hz) 0 

H1I&0II 1 3 6 . (±) — N — t Ka»'>-Ntt- (4-7i;^^ygy7;^ 
-Na-T'D 2~r2-(6-MJ 7Aofp } *}-tV\? ]) \i>y-2. 

4-^4-^-3 — (A) a^f-jul y*J */'sT $ V (0»J^b^#-§-8 -5 8) 

l H (4 0 OMH z, DMSO-d 6 ) 8ppm: 
12.39 (1H, br.s), 10.66 (1H, br.s), 8.98 (1H, br.s), 7.84-7.78 (2H, m). 
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748-7.43 (2H, m). 7.27-7.24 (1H, m), 7.15-7.05 (4H, m), 6.20 (1H, s), 
4.21 (1H, t, J=8Hz), 3.72-3.56 (2H, m), 3.47-3.33 (1H, m), 
3.15-3.05 (1H, ra), 1.94-1.85 (1H, m), 1.80-1.61 (3H, m), 
0.78 (3H, t. J=7Hz). 

%Mm 13 7. ( + ) -N-tKn#j/~Ni»-^f^-2 - \ 2 - (l->^ 

^-6-ni7/i/tp^^e!);i?y-2. 4-i?*f-a-jA') *.*aa - 

-212) 

mmm 2 rv a q \z.m c xmmt&to l fc„ 

^-mmU&f&X^? (4 0 0 MH z , CDCI3) 5 p pm : 
9.36 (1H, br.s), 7.73 (2H, d, J=9Hz), 7.44-7.38 (2H, m), 
7.30-7.21 (1H, m), 7.09-6.99 (4H, m), 6.66 (1H, br.s), 
6.23 (in. s). 4.39 (1H, t, J=7Hz), 3.86-3.67 (2H, m), 
3.50 (3H, s). 2.93 (3H, s), 2.33-2.24 (1H, m), 1.83-1.73 (1H, m) 0 

mmm 1 3 8 . (±> -2- [2- (s-^ppC!) $^^-2. 4-^a-^- 

y-V>Xj\<ft-/\,) if\)^^T%Y (flnMb-frfeff-g- 5-35) 

mmm 2 r # a 0 \zm c xm&it&va ufc„ 

'H-^fiSSUfciJl*^ WW (4 0 OMH z, DMSO-d 6 ) 6 p p m : 
11.56 (1H, br.d, J=6Hz). 10.73 (1H, br.s), 8.95 (1H, br.s), 
7.90 (1H, d, J=5Hz), 7.79-7.76 (2H, m), 7.48-7.43 (2H, m), 
7.26 (1H, t, J=7Hz), 7.16-7.07 (4H, m), 4.28 (1H, dd, J=9Hz, 7Hz), 
3.70-3.57 (2H, m), 2.91 (3H, s), 1.87-1.69 (2H, m) 0 
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M&W 13 9. Ntt - [4- (3-^PQ7x^'» ^< yx/Ufr - 
N-t KP^->-Na-^f^-2 (R) - [ 2- ^- 2, 4-^^ 

-3 — f/U) J^u] ^!J->^T5K (0y^^b^#^ 1-18 2) 

gfc£ : 1 3 7 - 1 4 (*M?) 

l H-mm%.&<&X'<? (4 0 OMH z, DMSO-d.) Sppm: 
11.4b (lH, br.s), 1U.76 (1H, br.s), 8.95 (1H, br.s), 7.93-7.91 (1H, m), 
7.82-7.79 (2H, m), 7.67-7.63 (1H, m), 7.48-7.43 (1H, m), 
7.31-7.06 (7H, m), 4.32 (1H, dd, J=9Hz, 6Hz), 3.82-3.67 (2H, m), 
2.97 (3H, s), 1.94-1.76 (2H, m)„ 

&J60>J 14 0. Ntt- [4- (3-^PQ7x;#^) <<lsi£y - 
N-t KP=¥->-Na->t^-yt/-2 (R) - [2- T3, 2 d ] f U $ 

9 9) 

%MM2, 4 2&tf7 2\Z.mCX®&ib$<&£&f&L1Z 0 

: 1 92-1 94t 
'H-gtia*1^^ (4 0 0MHz, DMSO-d,) Sppm: 
11.88 (1H, br.s), 10.74 (1H, t. J=2Hz), 8.94 (1H. t, J=2Hz), 
8.07 (1H, d. J=5Hz), 7.81-7.79 (2H, m), 7.48-7.43 (1H, ra), 
7.30 (1H, d. J=8Hz), 7.24 (1H, dd, J=4Hz, 2Hz), 7.17-7.07 (3H, m), 
6.92 (1H, d, J=5Hz). 4.30 (1H, dd, J=9Hz, 6Hz), 3.75-3.59 (2H. m), 
2.95 (3H, s), 1.92» 1.72 (2H, m)„ 



14 1. Na- [4- (3-^pp7x;»v) tyVyx/ufczz^i - 

N-bKP»->-Na-yfyU-2 (R) - ( 2 -7#/UJ S h's-^/U) *fV*yy 
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73 K 3-183) 

i H-mmft.&i®x'<? v/i< : mnmi o 7 <oit£fab-&vit 0 

HP LCM : ^NfPfl 2 2. 0# 

; CH I RALCEL O J -R (a'V ir/Wfc3*l8£ (ttO $4> 
:0. 46cm, gj; 15cm, : 5 n m) 

#®ltB ; T± h- h y : 0. 2%(v/v) b y ^f/UT K IS- V > 

WtWtmWi. (pH2. 2) =35:65 
; 0 . 5ml /% 
!l«;4 0t 
j*W;UV 2 5 4 nm c 

glJfetflJ 14 2. (±) -2- (1. 1 2 ^ Ka^AO - 

N-t KP»V-No-^fyl/-Ng- (4 -7x^ =frS~<>"g V^/Wfr-A') ^ 

y ->yr s K («w^#<^«^ 3 - 3 2 ) 

(±) -2- (1, 1 -^^vw- 2 -7$j\"( * Kat^-A') ^y^yO"^ 

a:;*7vu$:ffl$8iijm£ ux, $jtm- (2) -b) tmm^4-7 
aisxAtx^Atfa K^-vntemi - (3) tmmzn-trMts K^xmrnw 

5- (5) -a) ilfWJUtt^^K ^cV^"CHt&0ll2 j:|^^|^b Ko^V7$ K 
l&.ft : 1 8 9- 1 9 0^ 

'H-gEM*i|^^}>^ (4 0 0MHz, DMSO-d 6 ) 5ppm: 
10.79 (1H, s), 9.03 (1H. s), 7.90-7.84 (4H, m), 7.50-7.46 (2H, m), 
7.29-7.25 (1H, m), 7.19-7.16 (2H, m), 7.11 (2H, dt, J=9Hz, 8Hz), 
4.19 (1H, s), 3.87 (1H, d, J=14Hz), 3.51 (1H, d, J=14Hz), 3.00 (3H, s), 
1.01 (3H, s), 0.94 (3H, s). 
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£ifc0«14 3. (±) -Nn-^oypK'jl/-N-t Kp*S/-No- (4- 

7jy^r^yfy^;^=;v) -2- (2 -7 9 a>t ? K^^vw) jry^T^ 
_K (fi»J^ft;^##3 - 1 9 3) 

(±) - a- [N-S/^ a^P fyU-N- (4 -7 ^ri^yif^yl/jfcr^) 
7$y] - v-/fn5^ h^fcffl!8flM4£ tT, £«5fll3 7- (2) fcraflUw&l 
H&tfT!J^*7vW^ ft<^T?3Slfc0!ll - (1) fcRMIIls^^A'W 5 K-fc, 
T-HJUflli- (4) iisjtS^lftT v ;k J*:v>"e^iswi 2 fcHgticb Kows K 
fcK**ftfcV\ m%.<0<k&to& bLX®1t 0 

'H-^*e^b^ (4 0 0MHz, DMSO-de) 6 P P m : 
10.59 (1H, s), 8.97 (1H. br.s), 7.87-7.79 (4H, m), 7.47 (2H, t, J=8Hz), 
7.27 (1H, t. J=8Hz), 7.15 (2H, d, J=9Hz), 7.05 (2H, dt. J=9Hz, 3Hz), 
4.33 (1H, t, J=7Hz), 3.54-3.45 (1H, m), 3.43-3.35 <1H, m), 
2.29-2.24 (1H, in), 2.20-2.11 (1H, m), 1.93-1.83 (1H, m), 
1.11-0.99 (1H, m), 0.89-0.83 (1H, m), 0.75-0.68 (1H, m), 
0.63-0.58 (1H, m)„ 

14 4. (±) -2- [2- $i?y- 2. 4-*?*y 

-3 — f/U) a:f-A>] — N— t KP^V-Na-^f^-No- (4-7x.;*i/ 

yvi/yrsh* Wmit&to&%- 9-153) 

: 1 6 7 - 1 6 9*C 
'H-gH^*^*^* (270 MHz, CDC1 3 -DMSO-d 6 ) 
6 p p m : 

9.92 (1H, br.s). 9.88 (1H, br.s), 8.31 (1H, br.s), 7.77-7.72 (2H, m), 
7.45-7.37 (2H, m), 7.25-7.19 (1H, m), 7.08-6.98 (4H, m), 
6.30 (IH. d. J=2Hz), 4.93 (1H. t, J=8Hz), 3.87-3.73 <2H, m), 
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2.96 (3H. s), 2.52 (3H, s). 2.27-2.11 (1H, m)„ 

nmm 145. (±) -2- [ 2 - ( 6 -j- h**s* $^-2, 

4 3 AO Ji^-^l -N-t Kn^r'>-Ntt-^f^-Ntt- (4- 
7i/ **/'<^-&>*A'Tfr a AO yv*/VT%Y m7Fik-&Vd&%- 9-10) 

mmw 9 4 it* c-ceiia^«b*r#ric Lit 

Sl^i : 159-160TC 

'H-^St^^^ (2 7 0MHz, CDC1,) 5 p p m : 
9.50 (1H, br.s). 8.99 (1H. br.s). 7.73-7.68 (2H, m). 7.45-7.38 (2H, m), 
7.26-7.19 (1H, m), 7.09-6.99 (4H. m), 4.47-4.39 <3H, m), 
3.87-3.71 (2H, m), 2.90 (8H, s), 2.37-2.23 (1H, m), 
1.78-1.63 (1H, m), 1.39 (3H, t, 7Hz) e 

[##«] 

#%0«J 1 . N— ( t -:/ h*i>'%s\'tf~A') Tfc^E-fcUy ^■yjy/uai^'r/U 
(±) - a -7^->-^o^ bVH^7KiKSft^2 5. 2 8 g (138. 

9mmo 1) Sr^*^^>-* (1:1) i^i2 0 0mim> 
f-A'A-jKO-- h 3 6. 4 0g (166. 8mmo 1 ) <Di?**y->®m 1 00m 

1 TKM^T^TkBUt:^ M) ?A 1 2. 58g (321. lromol)<0 

t)c»»1 0 Om 1 Sr2 O^SrSttjSTtfc. tKJ&TI- 3 0 #|SK 

3l$|i8l£#U S«ffi<rMfiESftbfe 0 «&kfc*3 0 Om 1 SrAHx., ^xy«2 5 

^•>^-C|fc*ILfctt, «ffiSffitfco #P>*lfc2S?££3:*>'-^2 0 Om 1 KJgft 
U *#Tfc*8HfcO- hy^A5. 44g (138. 9mmo 1 ) ©7K&®3 3 m 

A7U*lS0inltjjWfU ^^bSK18. 5ml (13 8. 7mmo 
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1t&> tfU£m&LX&8.<Dit'&to3 9. 7 5 gSr^Hfeffi^i LT#fc (flX$ 9 
3%). 

'H-Wg^^n^ (2 7 0MHz, CDC!,) 6ppm: 
7.41-7.31 (5H, m), 5.40 (1H, br.d, J=8Hz), 5.19 (2H. s). 
4.58-4.48 (1H, m), 3.77-3.58 (2H. ra), 3.12 (1H, br.s). 
2.23-2.11 (1H, m), 1.73-1.58 (1H, ra). 1.45 (9H, s) 6 

#^#|2. (±) — N — (t-yh^^s^) ft^-fcjj^ T U JV^-Ts^r 

•H-********* bA' (2 7 OMHz, CDC l s ) 6 p p m : 
6.91 <1H, ddd, J=17Hz, 12Hz, 6Hz), 5.40-5.25 (3H, m), 
4.67 (2H, d, J=6Hz), 4.67-4.48 (1H, m), 3.79-3.63 (2H, m), 
3.17 (1H, br.s), 2.24-2.12 (1H, m), 1.69-1.59 (1H, m), 1.45 (9H, s) . 

#%0>J 3 . i -^yV/i'** is f)) $s?y-2. 4—t?*y 

5 i?y- 2, 4-^3. S6g (3 0. Ommo 1 ) t^no^y 
9 0ml &MU MlCTN, O- l^* ( h V *?Asi/}) jU) 7tf75Kl8. 
5ml (74. 8mmo 1 ) &«TL 2B#|BJ&#Lfc„ Kftffilca f 7- n 

-yWy^f^^Al. 12g (3. Omrool) &»n;tfct£. ^VS^M"*^ 
^f^n9K4. 4ml (3 1. 7 mm o 1 ) &®TL£i&*C 3 B#|?fl&# Lfc 0 

ATSfc&Lfcm, &&E&*sufc. isioasi:';^ yyu Tvi^Ap^-cife 

6%) 0 
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'H-iM^^^h^ (2 7 0MHz, CDC 1 8 ) jppm: 
8.50 (1H, br.s), 7.36-7.28 (6H, m). 5.74 (1H, dd, J=7Hz, 2Hz), 
5.23 (2H, s), 4.62 (2H, s)„ 

%0J3 fcB«teRfc«rlffcV\ $IE<Dfc£4& LT#fc <4X3S8 2%). 

: H — ^tSi^^ir | ©>>^i' h/f (2/0 MM z , UMSO-d e ) dppm: 
11.63 (1H, s), 8.00 (1H, dd, J=8Hz. 2Hz). 7.77 (1H, dt, J=8Hz. 2Hz), 
7.52 (1H, d, J=8Hz), 7.33-7.26 (6H, m), 5.61 (2H, s), 4.62 (2H, s), 

#%03 5. 1- (2 - h V *f-A>*s9A>>) a. h*j/t?-s\s*j"S}) is- 2, 4 - 

f«J$^v-2, 4-^ty©ftt>9li*t/!)y-2, 4-*J*is&^ <*i/*S 
^^f/^a!) K<Oft:b!3U:2- ( MJ ^fvu-ixy yw) a: h * y/. ?->vt u 

(iiX$8 7%), 

!H h^U (2 7 OMHz, CDC 1 „) 6 p pm : 
8.65 (1H, br.s), 8.23 (1H, dd, J=8Hz, 2Hz), 
7.72 (1H, dt. J=8Hz, 2Hz), 7.51 (1H, d, J=8Hz), 
7.32 (1H, t, J=8Hz), 5.60 (2H, s), 3.74 (2H, t, J=8Hz), 
0.97 (2H, t, J=8Hz), -0.02 (9H, s)„ 

##0116. 1 -*<y*J)Vjr*<>/*<j-j\,-S- tf-jUZ'V *j?l/-2. A-V-A-ls 
1 H-gE»a*lS^'<i' (2 7 0MHz, CDC1 8 ) 5 p p rn : 
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8.78 (1H, br.s), 7.33 (5H, s), 7.H (1H, s), 5.21 (2H, a), 
4.62 (2H, s), 1.19 (3H, s). 

&%{RJ 7 . 1 —*y&A'**i/*f'A'-5. 6 9 5 Vy- 2. 4- 

t*!JS^V-2, 4 — ^5h^<^ft*> ?) 5 , 6-^f/Hi , H^y-2 ) 4- 
^^-^5:fflv>-C0%0iJ3 t^«lcR*S«rtT^V>, &fB<&te£-#£&fet&;fci: tt# 

/c VHX^ 7 8 %) 0 

'H-^*?l^^ hvw (2 7 0MHz, C D C 1 a ) 6ppm: 
8.46 (1H, a), 7.38-7.26 (5H, ra), 6.44 (2H. s), 4.65 (2H.s), 
2.35 (3H, s), 1.94 (3H, s)„ 

V 

(UX5£8 7%),> 

'H ^ WW (2 7 OMH z, CDC 1 ,-DMSO-d.) 
8 p p m : 

11.60-11.52 (1H, br.s), 7.47 (1H, d. J=6Hz), 7.39-7.27 (5H, m), 
5.20 (2H, s). 4.62 (2H. s). 

#%#J9. (±) -a- (4 -7i; fr^yjf l/*jl,-fc=.A,T % J ) -y-zf 

a-7$;-T-yfD7^hy^*^fi7. 28g (40. Ommol) 
fry 8 0ml [Zl&ML, MJxf/P75y2 0. Oml (14 3. 9 
mmo 1) SrSxflntfc. Ifc^T?, tK^^TIC, 4 -7 :c y *S"<yi?y*yU* = 
^ollKll. 0 0 g (4 0. 9 mmo 1 ) Oi?^DD^^ yfef& 4 0ml^2 
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t&5fc£LT#fc (1R*7 3%)„ 

'H-^IS^^^ (2 7 0MHz, CDC1 8 ) 8ppm: 
7.88-7.82 (2H. m), 7.46-7.39 (2H, m). 7.26-7.21 <1H, m), 
7.10-7.03 (4H, m), 5.18 (1H, br.d, J=3Hz), 4.45 (1H, t, J=9Hz), 
4.21 (1H, ddd, J=12Hz, 9Hz, 6Hz), 3.93 (1H, ddd, J=12Hz, 8Hz, 3Hz), 
2.80-2.70 (1H, m), 2.37-2.22 (1H, m)„ 

1 0 . 1 - (2- h V *9-**sVA>) acY^y^.^^/ [3, 2-d] 
t'v $ 2. 4 -S?ahV 

bry$^?^-2, 4 - *s*iso>fti»*> \^=i-j [3, 2-d] fy^^^-2, 

xh*^Wn!J K£fflV^#%^3 *|i^£fcEf$;£fTftV\ 8MEOfc£>«& 

'H~W^l|X^^ (2 7 0MHz, CDC1 8 ) 6 p p m : 
8.62 (1H, br.s), 7.78 (1H, d, J=6Hz), 7.13 (1H, d, J=6Hz), 
5.46 (2H, s), 3.67 (2H, t, J=8Hz), 0.93 <2H, t, J=8Hz), 
-0.02 (9H, s) o 

#%01J 1 1 . 7 - / fvu- 3 - ( 2 - h 9 * <f-)V*/ >J /W) ac h f-)V^V 
#6 9%)„ 
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«H-g[8Ha#Ri;*-;? (2 7 0MHz, CDCl a ) 8ppm: 
8.09 (1H, br.s), 7.55 (1H, s), 5.51 (2H, s), 3.97 (3H, s). 
3.75-3.69 (2H, m), 1.01-0.95 (2H, m), -0.02 (9H, s) „ 

##0H12. l- (2-h!)^f;i/i/!Jyi/) 31 h*y* f-^'r V 'yy- 2 , 4 
-*y*y 

/\>**r*y/<3-t\'tru y K<Dft:b •) \z 2 -. (K y *?-/U*y}) /U) a: h*i/>tf^B 
(IR*5 3%) 0 

'H-g»«ftl|^^ (2 7 0MHz, CDClj) 8 p p m : 
9.01 (1H, br.s), 8.71 (1H, d, J=2Hz), 8.66 (1H, d, J=2Hz), 
6.77 (2H, s). 3.80-3.74 (2H, m), 1.02-0.96 (2H, m), 0.01 (9H, s) 0 

1 3 . - (2 - HJ *7A'i'9A') ^h^rv^7t^t°U$ 

i/y-2. 4-y-ty 
W%*/y-2, 4-*y*y<J>ftt>*)\z.Q-*>i-A,\;y %*yy-2, 4-*J*y 

i bT#fc (IR*5 6%)„ 

> H-4ftflMt#ift;*'«* (2 7 OMH z, CDC1 S ) fippra: 
8.70 (1H, br.s), 5.58 (IH, s), 5.28 (2H, s), 3.68-3.62 (2H, m), 
2.34 (3H, a), 0.96-0.87 (2H, m), -0.01 (9H. s) c 

£##1 1 4 . 5 - M * 1 - ( 2 - h y * f-A^y ]) 31 h fr^ 

t^y 5^>-2,4-i?^-vrof^iD»){j:5-hy7^n/^/wfy ^y-2, 
4 -i^^vsr, ^y^/u^-^-i/^^^^p y Koftfrij 2 - y ;< y 
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6fe»*tU-C#fc (HR^7 6%) 0 

l H-mm%.&t&X'<* hvW (2 7 OMH z, CDCI.) 8ppm: 
8.48 (1H, br.s), 7.81 (1H. s), 5.17 (2H, s), 3.66-3.60 (2H, m), 
0.98-0.92 (2H, m). -0.03 (9H, s)„ 

##CT15. 1- ( 2 - h 'J ;* »J 3^ mri/pt^- 6, 

-5H-^P^^ [d] tf!)^^>-2. 4-^>j-^ 

tySi*y-2, 4-S?;f^©tt*>!>K:6, 7-^tFD-5H-^D^ 
[d] t°y 5^^-2, 4 -^^4:, ^^t^^f^BD K0>ftfr9K: 
2- ( h * 3vw> y xh^f^f^D y Kfcffli/>T:#%fcl3 fcl§M$fcE£ 
*rfr*v\ 8iBofc£fefc&$tfe|&*i Lt#fc Ofcs$S7l%) 0 

'H-^K^^hvk (2 7 0MHz, CDC1 8 ) 6ppm: 
8.38 (1H, br.s), 5.17 (2H, s), 3.67-3.60 (2H, m), 2.97-2.91 (2H, m), 
2.76-2.69 (2H. m), 2.18-2.07 (2H, m). 0.96-0.89 <2H, m), 0.01(9H,s) 0 

###J 1 6 . 6. 7-S?)>h»»-l- (2-h\) tV-frj/)) JU) =.h*i'*3- 

6fet&*ttT#fc (IR*9 3%) 0 

'H-^EflS^lJi^^^ WW (2 7 OMH z, DMSO-d 6 ) fippm: 
11.52 (1H, s). 7.48 (IH, s), 7.03 (1H, a). 5.62 (2H, s), 
4.00 (3H, s), 3.92 (3H, s), 3.73 (2H, t, J=8Hz), 
0.98 (2H, t, J=8Hz), 0.04 (9H, s) „ 

##0>J l 7 . 6-^qo-i - ( 2 - h y ;* ?-/v*/ y jv) =c y * is* y $ 



WO 99/51572 PCT/JP99/01 751 

247 



K*ffl^T#%0!)3 fc|i^ail£5JS:<HTV\ &iB©fc£&&a&*& 
ur#rt (iR^7 1 %) 0 

1 H-&$i£C&i&.X'<* (4 0 OMH z, CDC1,) 5ppm: 
9.10 (1H. br.s). 5.93 (1H, s), 5.45 (2H, s), 3.68 (2H, t, J=8Hz). 
0.96 (2H, t, J=SHz), O.Oi (9K, s) 0 

##01J 1 8 . 6 - MJ 7;M-p * =J- A'- 1 - ( 2 - h y >> *?**y V M h 

2, 4 -t?^^Sr % *<V*?Arit*t*y*<f'A'9 p y K©ftfc>9K:> 2- (hD**-* 

l H-giia*lS^hA' (2 7 0MHz, CDC1 3 ) Sppm: 
8.84 (1H, br.s). 6.24 (1H, d, J=2Hz), 5.32 (2H, s), 
3.73-3.68 (2H, m), 0.97-0.90 (2H, m), 0.01 (9H, s) 0 

£#0*J 1 9 . 6 -7 j.-yU- 1 - (2-h^W!)^) 3i y*>y**A>\£\) 
X Vis- 2. 4-^^-^ 

'H-Kia*l6^^h/M2 7 0MHz, CDC1,) Sppm: 
8.28 (1H, br.s), 7.55-7.45 (5H, m), 5.66 (1H, d, J=2Hz), 
5.00 (2H. s). 3.61-3.55 (2H, m), 0.94-0.87 (2H, m), -0.01 <9H, s) 0 



##0U2O. 6 -j^vU- i - (2 - h ]} ^^•yUi/'J jv) 3i h fr^jt^yur!) ^ 
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, H-$fl£&#ii|*'-i* JvW (2 7 OMH z, CDC 1 8 ) 6 p pm : 
8.80-8.74 (1H, br.s), 5.60 (XH. s). 6.29 (2H, s). 3.64 (2H. t. J=8Hz), 
2.67 (2H, q, J-7Hz). 1.22 (3H. t. J=7Hz). 0.90 (2H, t, J=8Hz), 0.01 (9H. s)„ 

2 1 . 5 — > v/is — i — ( 2 — r jj > -rvwy >) jv) .x. h =fr y ;» fyvfx y 
[2, 3-d] fc»y 5*^-2. 

5 \zm txmmt&to*&& 

'H-gi^H^ (2 7 0MHz, CDC.l,) 5ppm: 
8.46 (1H, br.s), 6.54 (1H, d, J=lHz), 5.43 (2H, s), 3.71-3.65 (2H, m), 
2.51 (3H, d, J=lHz), 1.00-0.94 (2H, m), 0.01 (9H, s) G 

#%0»J 2 2 . 1 - ( 2 - b 1) ^ TvWy U ^) ;n b J K T 2 . 3 - d 1 

fc°'J 5 y^-2. 4 

'H-»*i^^h;l/ (2 7 0MHz, CDC I a ) 6ppm: 
8.96 (1H, br.s), 8.73 (1H, dd, J=5Hz, 2Hz), 8.47 (1H, dd, J=8Hz, 2Hz), 
7.37 (1H, dd, J=8Hz, 5Hz), 5.80 (2H, s), 3.81-3.74 (2H, m), 
1.03-0.96 (2H. m). -0.02 (9H, s)„ 

#%0I|2 3. 1 - (2 - h ]) *&A>*/9 JU) x.h*S/*3-A"?x.S [3 . 4 ^ dl 
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, H-tM8ft#i&;*'<* (2 7 OMH z , CDC I ,) 6 p pm : 
8.30 (1H. d, J=3Hz). 8.10 (1H, br.s), 6.96 (1H, d, J=3Hz), 
5.46 (2H, s). 3.72-3.65 (2H, m), 1.01-0.94 (2H, m), -0.02 (9H, s). 

#%0!]2 4. 7 -t^f-jV- 1 - (2- h V tJ-fris}) jv) ^y*rj/t=f-,v?-3Lj 
[3, 2-d] t°!J5i^-2, 4-i/*ls 

'H ^ hyW (2 7 OMH z, CDC 1 8 ) 5 p p m : 
8.71 (1H. br.s), 7.42 (1H, s). 6.62 (2H, br.s). 3.79-3.73 (3H, m), 
2.60 (3H. s), 1.01-0.95 (2H, m). -0.02 (9H, s) 0 

#%0«2 5. 5-7^P-6-^^/U- 1 - (2- h !) *<f-Ar*/W\ *-h* 
9 X i?y- 2. 
##0)J 5 trip CTgSfSfc bfco 

, H-&&&*Ha*'«* (2 7 0MHz, CDC 1 8 ) 6 p p m : 
8.34-8.21 (1H, br.s). 5.29 <2H. s). 3.66 (2H. t), 2.38 (3H, d, J=4Hz), 
0.94 (2H. t, J=8Hz), 0.01 (9H, s) 0 

#%0?2 6. 5-^PQ-l - (2-hV * V As) =c h i/ * h°V $ 

'H-gil^ll^ (2 7 0MHz, CDC1 3 ) 6ppm: 
8.48 (1H, br.s). 7.54 (1H, s), 5.14 (2H, s), 3.67-3.60 (2H, m), 
0.99-0.92 (2H, m), 0.03 (9H. a)„ 
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#%t»J 2 7 . 6-7-fc5vU-l- ( 2 - M) > ?yi/»> \) A/) 3i h^-Vj<^ywe«j 
$^y-2, 4-S?:fr>' 

•H-^fiS^*!©^^^ h^U (2 7 OMH z, CDClj) fippm: 
8.49 (1H, br.s). 5.90 (1H, d. J=2Hz), 5.35 (2H, s), 3.53-3.47 (2H. m), 
2.51 (3H, s). 0.91-0.85 (2H, m), 0.00 (9H, s)„ 

#%0D2 8. 6 V^r^iJ^-fW- I - ( 2 - h V * ^/Vi/ V JU) xh^j/ 

, H-gsfifc^&i!&;*'^ h/U (2 7 0MHz, CDC1,) 5 p p m : 
8.72 (1H. br.s), 6.11 (1H. d. J=2Hz). 5.52 (2H. s). 4.39 <2H, q, J=7Hz). 
3.55-3.48 (2H, m), 1.38 (3H, t. J=7Hz), 0.91-0.85 (2H, m), -0.01 (9H, s) c 

##« 2 9 . l-^f/W-6-h'j7/l/tP^f^t^y $*?y-^2. A-VXl' 
t'y %*/>-2, 4-^2^1 5 8mg (0. 8 8 mm o 1) t &;fcx h 7 t K 
n 7 7 V 1 m lK&fl? U TKiftTJ-* y ? At -^I«^F 9 9m g (0. 88m 
mo 1 )<Dm7kT h7 t Kb 7 7 ^SSiSffi 2 m 1 ClTfClI-ClNfllllg^Lfc. 

*^Ti::MJ7^D^^>'Wyg|^f^ioOj l l (o. 88mmol) S: 

*7A?PVh^7-f- (Jg#E ; : &&zl?-jI'=8 : 2) {Cft-UT^SE 

tf>fl;3-«S>l 0 5mg%&&®$ibl,XniZ 01X^6 2 %) 0 

^-m&fZ&m*'*-* (2 7 OMH z , CDC 1 s ) fippm: 
8.58 (1H, br.s), 6.21 (1H, br.s), 8.50 (3H, q, J=lHz), 
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#%0»J 3 0 . (±) - 2- (1, 1 -^fvU-2-7*^ g YaL+M ?V 

DL-s<yh7? hV2. 61g (20. lmmo 1 ) £N, N-^^/WfcA' 
A7 U' 4 0 m 1 17^ W 5 K* !) A 3 . 71g (2 1. lmmol) 

*jjitti 5otti 6^m$tfc„ mm.te&m&'ov^u * Y2. 6 mi 

(2 1. 9mmo 1 ) t^SS* !)»>A3. Og (21. 6mmo 1 ) &ADX.T2N? 

'n^t-^^ : ^K^f-^=3 : 1) tetfLT (±) - 2 - t Kn 3 , 3-^^ 

3vu-4 -7#j\"< 5 K:/*^ ^y^yn^r/wa. 2 7 g ^M&f^i^^b L 

T^fc (HK^4 2%)„ 

fr^-C. £OfcO2.'00g (5. 4 4mmo 1 ) 4r^^nn^^^7. 5 m 1 
K»»Lv tf!)J?y5 5 4»l (6. 8 5mmol) -7 8ttftfllU 

MJ 7/lofrn^*y;*^7fc^$&7M&9 6 2 /t 1 (5. 7 2 mm o 1 ) &ADx. 

j^JEjgJStfco SJjtSrN, N-^f^^7? K3 Om 1 l^)»L, T^-ffc^ 
M)!?^707mg (10. 9mmo 1 ) $r*P^.T5 0 < Ct?4^ffi»b7KSr*nx. 

t-c, (±) -2-r^K-3, 3 — ^yi/— 4 — % Yzf? yf& 
V^XTsvzmn&toXtol: LT^fc (m$H-S£ifc<fctf>l£ir#fflLfc)o 

•H-^BS^*!©^^^ hyl/ (4 0 OMHz, CDC1,) Sppm: 
7.89-7.85 (2H, m), 7.78-7.73 (2H, m). 7.41-7.33 (5H, m), 5.25 (2H, s), 
4.00 (1H, 3), 3.81 (1H, d, J=15Hz), 3.65 (1H, d, J=15Hz), 1.07 (3H, s), 
0.97 (3H, s) 0 

mbitftTVYft (£fi) Sr>^y-A-2 2mli:g|)|?U 4 NJBaS?-^^-^ih 
y&®l . 63ml (6. 53mmol) SrAPx., BH^38mg (0. 17m 
mo 1) &fc*0LT*St£B5nFfc:£i&Tl 0B#|B]ffi«iLfc. R£8cfciSiaU « 
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h/W (E I ) m/z : 3 6 6 [M + ]« 

#%0(|3 1. (±) -a - [N-->^ p^p fc'/U-N- (4-7x;^'^yf 

n^p tVW S . 50ml (80. Ommol) h (±) -o-/n* 
-V-^f°7n^3. 32ml (42. 0 mm o 1 ) &7-fc h =. h V /U 8 0 m 
1 i:i»»l<, mmil 'J 7J*1 U. 24g 1132. Ommo 1 ) SraQjtTSJin? 8 

-=¥t> : M^^ = 1 : 1) {CfrJ-LT (±) - a - u /n tVWT 5 J - y 
-7<f-*7<r 1 0 g&&&«&£ UT#fc (I&sp7 3%) 0 

'H-^l^^^h^ (4 0 0MHz, CDC1,) fippm: 
4.41 (1H, dd. J=16Hz, 10Hz), 4.27-4.18 (1H, m), 3.69 (1H, t, J=9Hz), 
2.60-2.52 (1H, m), 2.29-2.24 (1H, m), 0.51-0.46 (2H, m), 
0.44-0.86 (2H, m), 

ftV^-C£<Dt><D4. 1 0 g (29. Ommo 1) t'^nD^yeOml 
fi?U fc#iT4-7*/*i"<l'-gl'X;U&=.;l'? a*) K9. 3 5g (34. 8m 
m o 1 ) b M ^fvWT 5 V 5 . 04ml (36. 3 mm o 1 ) &Al;t-C£&T 6 

7 ^77^- (&&;-* ^rif^ :gfgfca:3vu=4 : 1) fcftLT»E«)ft^8. 
5 4g«r6fe«9^i:LT#/5: 0K$7 9%)„ 

, H-ttttft#ift;*'<*.h* (4 0 OMH z, CDC 1 ,) Sppm: 
7.97 (2H, dt, J=9Hz, 3Hz), 7.41 (2H, t, J=8Hz), 7.25 (1H, t, J=8Hz), 
7.09 (2H, d, J=8Hz), 7.05 (2H, dt, J=9Hz, 3Hz), 
4.80 (1H, dd, J=13Hz, 11Hz), 4.52 (1H, t. J=9Hz), 
4.29 (1H. dd, J=16Hz, 9Hz), 2.78-2.67 (1H, m), 
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2.58-2.51 (1H, m), 2.48-2.41 (1H, m), 0.83 .0.76 (1H, ra), 
0.74-0.69 (2H. m), 0.69-0.62 (1H. m)„ 

mmn 

mmm 1 . »&i 

$£1&W 7 2 <Dit&® 5 g ( Htl sgSgfcitFh^toai/fyyy 10 

®MW2. mmm 

11^ 7 2 <Dit&® Sg t 8 6 5 g:fc.}:tfte®&&fc Kn#J/^n fcTA> 

-feyWD-x l 0 0 g &i&£-Lfc&, 1 0%t Ko*i/^n h"VH?/i/n — 
30 0 gfcJJD*.Tl&3-f 5„ -ft&ffLfflUtffc&fc/flv^Tj&l&U S£*fc1-StSI 

3 . &m 

n&M7 2<Dik&(&l 5g,?L$S 90g, F^oni/^^ 34g % i 

g*$$| 1 . MM P - 1 3 |fi§S*& (in vitro) 

MMP-1 3M:ift#iftBJ!& J ?»^#^|ffiiH8|&IC#fet, *<Dffim# (proMMP- 
13) <DT5 ygfeiaaaj^^-tSDNABEyiJW:, 7 W^x?>ia*)^$nTV^ 
5 (Preije, J.M.P, et al., J.Biol.Chem., vol.269, 16766-16773, 1994 *P) C Lfcrt* 
oT, &#fflB&X^#l^®*fflB&*>£>, tt&K:lpC*C« proMMP-130cD 

£jg^fclBJ&«W#AU p r oMMP-l 3 4r«S**5 ^ b 5„ 
MMP — l 3 PELiiFf&§$(3 > #|;t{£, JtEO J; 5 1: Lt#bH5ift*f t p r o M 
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MP — 1 3 ft® p -T X S 7*-**.®; (II) (p-aminophenyl-mercuric 
acetate: A P MA) ft k'X*mm LTfittiMM P - 1 3 U ZH&m&b 

MMP-1 3®&fc$:Tf SfT 5 w£#T£3„ 

( 1 ) lagEx. p r o MMP - 1 3 <D%& 

miHh^ t\-fc&-Wmmmm&ThZ> human condrosarcomaHCS-2/8 
(Jpn.J.Cancer.Res.,vol.85.. 364-371 M, 1994 ¥) «fc U , g£l:%V>mRN ASr 
^81 iS*$5^ — %l!SSiM&BLf& (reversetranscription-polymerase chain 
reaction, RT-PCR ) jfe&fflV^ p r o MMP-1 3 <D c D N A £&#L;fco ^9 

^•^-izitummmmmmuL sac i x\t Kpn i (r^y-^w yv^i-u^) & 

5'-gctBagcJtcatgcatccaggggtcctgBctgcc-3' (E.M&(D&&l&^r 1 ) 

6'-cgaggta££attaccccaaatgctcttcagga-3* (51?ll^0>5IW&-f§- 2 ) 

&ffiv^„ MLfcc DNAiJrJSS^^- pcDL-SRa296 (g£^B&8l4H8F3fS 

gf> ssas&i#± £!>&.§•) mmmmwwi$WL aa C i K P n i (sjgit****; 

£tfcH) <DmiSL-?mi£$:fi-oX®.7>.&A,tZ (iffeftfc'**' r pSRa- 

proMMP-13j i:V^ 0 ) 0 l^fc, tttgLfc c DNA& pUCl9 (SigitttciS^tfc 
S8) ^t>*a*>£*, JtHLfccDNA©** Uahf- $&£&nTV<>Sga?iJ 
(Freije, J.M.P, et al., J.Biol.Chem., vol.269, 16766-16773, 1994 *£) bffi— C 
*>5Cl££5l88L;fco pSRa-proMMP-13 10% ^ -S^J^ jfiLflf SS*P U/t 
^/l^? y n gg^^* - ^OHgJfi (Dulbecco's Modified Eagle Medium; DM EM) i§ 
i&-C£W£-£;fc COS-1 $&1&\zx.U* hC3Kw-i/ 3 yjS (Current Protcols in 
Molecular Biology, 9.3.1, CURRENT PROTCOLS) Id J; 9 ftfc^-gASrfTofc,, 
12ttWftli, l>^Jl&EJllimS:-&**V^DMEM^«l^Jl!l^L, 4 8*ffi»&fl 
«rffv\ p r oMMP- 1 3 *rtf>Jgf&_tm£p r oMMP- 1 3W# 



(2) MMP-1 3S«i<Dii£ 
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(1) -CUtproMMPPi^JlmM APMA (S/^-rttR) 3'7t, 

1t , IIHt, 7-methoxycoumarin-4-yl(MOCAc)-Pro-Leu-Gly-Leu-2,4- 
dinitrophenyl(DPa)-Ala-Arg-NH 2 l^f- KtfcSJ) SrfflV^c, 

£ Z>'gf| (2 0 /iM) 0. 1 5M mti-hV^^. lOmM 

Jgfc#A">*A, 0. 0 5% Brij35RtfO. 0 2% Ti^it'i' h V £i»2rt^ 
tf50mM M*-&®l8a58c (pH7. 5) irj&APU S&&S&0. 1ml 
Ht> 3 71CC, HWIR***fc. 3% mm*0. lm l*P^.TRJSSr#± 
(Labaystems Fluoroskan II) Ct, ®jBft3 3 0 nm, 35ft 
#3 9 0 nm-emfet. 6M3SH4fc#«>fco 

&mt&foo&&TRV#&&T<a&%1Ste. <fc U M^*:**^ 5 0 %«i*ij«ffi 

(I C M ) Sr^ffibfco 



Kftft<fr1fe I Cbo (nM) 



HJ60iJ 4 2 <D<b^-<fe 0.47 
13 9 <Dik£Vo 0 . 4 3 

mi&fll 1 4 0 flMb-S-flfc 0.32 



±IE3? l 0 te* Lfcii •) , ^WOjb^ttffiixfcMM P - l 3 IflWS&fcjj* t 

&8WJ2. T/y £|&®S*S& <in vitro) 

*»3ltiltt % *|«e»0*& (H.Nagase and J.P.Woes3ner, 

Analytical Biochemistry, vol.107, 385-392, 1980) fc^CX, #8Hfc-g-&0>#£T 
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ft5„ mwmmzftr^zfr&frtt, Rj&ttfco^t, T?y*-r-i£ (M). 

flST^y*^ (&f|) *9J»ri-5Cl tt^J; D^CS^tf h-^, CNLeNI EG 
EIC^i-5«tflcSrfflv>fcs ^a;/d ? hSrft} - tic J; OfciSi ttfTS 3 0 
jnK CNLeNI EGE fc**i**»#tt, 5/5* * - feO^fe (J.D.Sandy 

et al., Journal of Biological Chemistry, vol.270, 2550-2556, 1995 ) te^CTlS 

(i) r^y *■**— \t<r>mn 

*& t Pmfc'W&. DMEM [ 2 OmM N - 2-h Ko*'>^^7^^- 
N* - 2 ^^UJfc^gfc (N-2-hydroxyethylpiperazine-N'-2-ethane sulfonic 

acid ;HEPESK 0. 005% £ i^Sk^TJ^ 5 > (bovine serum 
albumin ; B S A), 5ng/m 1 !) y h7V^7i !J y-kut-f h^ft 

$sAfl$J (insulin-transferrin sodium selenite media supplement) % 1 % 

3 7tt ( — B— (Hl^ifeS:2fl5|ftU/«e*5P > 7 HlSJJg&bfco 3 S 1 7 0 IfcElUK 

5mM J>&iSGirZ 2 0 mM h y * -*fii£$MKfi£ ( p H 

7. 2)] fcfcfU iijgLfcpif^Sr^Lfc„ :M^n-?h^7-{- [ja# : 
Zn-=ffl/-7-fyn7 7a-^ (7 7-^'>Tth$J), &W)ft : 5mM MflS 
#/WV!7A&tfO. 5M t&^h'J !7A^^ri-5 h y ^-ffi^ffiSfffi (pH7. 

2)] KttU ^i&ffit tr-C 5yy-*fcJBv^T*HlL.fc. 

HbtB:5mM HbJ&^V^ARVO. 2 5M Jfrfc:M- y 2 0 m 

M 2- (N-^*U;) :**1'*A'*V|***« ( P H6. 5)]. U ft 
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riii:J*»||c:. tyfH-boy^m (J.D.Sandy et al.. Journal of Biological 
Chemistry, vol.270, 2550-2556 H, 1995 30 iCfJItT, CNLeN I E GElwjj£ 

(2) T^U*^— tffllttWjRI^ 

&ttM£tt* sKy 7^ 11^7$ Kfi" (polyacrylamide particle ) * 

fflVNfc^a^T-ifOSttSH^ft (H.Nagase and J.F.Woessner, Analytical 

Biochemistry, vol.107. 385-392, 1980) LTffl ^fc„ 

^k^ftKm 3 «ff 1 I, 4-71, *J8Mfc*l3A, 1 9 9 1 1c Ufctfo 
T , L fc D £ <P 7 ^ y # ^ T , & <D# j£ (H.Nagase and J.F.Woessner, 
Analytical Biochemistry, vol.107, 385-892, 1980) \Z Ufci5oT7 it ]) * ^£r^# 
•+«#y7* 0*7 5 KtffcffofcLfc. fiPt>> £1% T?V*V (ftftSft4 8 0 
mg) &A$ [0. 2% N, N, N\ N* -f f7^f^aif W^J?7^ 
(N.N.N'.N'-tetramethylethylenediamine; T E M E D ) tf 1 M M) * - J£ 
pH8. 5) 28mllC*Px.s 4"Ct miffllS^Lfc, ftV^©® 
ffiflfcfc, 8ml BW (1 0 m 1 «K 3 g 7 # y A>T % KRtf6 1 m g If* 7 
* 'J ^7 5 KSr-&^*t'5*^)&UJ 1 2 m 1 C$( 2 0 m 1 «K 0 . 1 1 2 g ig 
Jfc6fc7y* = *A$:£#i~5*fc$0 T®#U ^ffl^m BSffifitEbfco 

£*i£*ifeLfcm, 7* h Vfcfflwri8i*U &v^t\ &S£L-C7-fc h v£S38 $ 
■ttfco #f)nfct&**^ (BPB£ 4 2 0 <zm) fc»U SfcVVB-T-fclfeV^fc,, 

9 6i)x^^n: % (i) -eUtglliS&VftR^ttfc^l, Hid, -h 
K7^y *y$*<?!)7^ yyu7$ Ktt©****#l Omg/m rifcSASfc 
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*y$#XV T9 P^75 Ktt£8StS£-frfc$gmi (5mM mt* 
^!>WO. 2 5M mt-T bV V A Sr^fftS 5 OmM h!;^-JfiBfe@ffii 
ft, P H7. 2) K£i£i&Sl 0 On 1 t&S <fc SKflO**:,, 3 7lCt 2. 5B# 
|R|K$&fTV\ fiCJ&ffiC:2 0 At 1 <D 1 0 OmM ac^ U 5 y Eg^Sr^D^T 

KJStrftJkLfc. £«>K&»t&&<k#8t (4*0, 2 5 0 0 r pm, 1 0#ffl) LX. 
_hfft 1 0 /i 1 SfBUO 9 6 U"— h KUfe •) x 190/x 1(01, 9-?**'*'* 

tffStei; DM^fc**, 5 0%«j^J»« (IC M ) fcgttiLrt:. 

til 





i c M 


(nM) 


6 ©fc^ 


7. 


0 


mmm 1 8 o^fe 


7. 


6 




5. 


4 




4. 


9 


%mw 1 4 i mt^m . 


2. 


9 


mmm 1 3 9 OikS® 


3. 


7 




2. 


2 



S*&0»|3. ^fW^jllliKi (in vitro) 

fc'tt* aty *e>tf>;tri£ (Ellis.A.J. et al, BBRC, 201. 94 M. 1994 I- 
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(1) <tfc#*&*&<OgH$J 

a: y XbOXm (Ellis, A.J. et al. BBRC, 201. 94 M, 1994 Kg CX 
^Wa&H-fc&l&U »V>t? % Lfc 5 0 0 m g/m 1 yy^^i/y 

WlOO/ig/ml * pn-7xC-fe^y^-^^--t-59^j)?vf y y L-15[L 
eibovitz* s L-15, (GIBCO' B R L) #18] igift^g 

Lx&&mm*f , i&#o^i:Lfc 0 skfcomm*. * y-v^o-^-e 

fTofc 0 #?>}lfcftf&2mm©]?*l^7'f^U ( 2 mmX 2 mm) £ 

fiSJLfc. ^tlS:/M^^^TOlfi(Ha n k' s Balanced Salt S 
olution:HBSS) X 2 lalflfcHi'Lfc&x 2 4 b±*l?^Ufc 0 
i&tfll [2SmM HEPES, 0. 05% 
BSAs 2mM lOO^g/ml * V W? V? 4 i/ls. 100 

U/ml y&t>*2. 5/ig/ml rv*f y ^^*t5DMEM 

Jg«i] Sr6 0 0 n 1 f^ffit, ^MZ.ZK-r^^K*m7L, 3 7tT?24 

( 2 ) y nft^ y * yftmnuftm 

a) ^n^sfr-^y 

(i) 6 oo mi tail', um p-f-y^^#*Ts 

fc„ Jgifi£lH|J&U ^rt^^ LTigifctO*' 

y =>^*^y ^y *y<DfiSras^b*io 
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tz 0 IP*>> IsJlR tfcJ$i<& 1 0 m IK 2 5 0 n 1 £>&&g*8S (1 y y Ww£> 1. 9 
-S^^/l'^U 16mg, ^'JV^ 3. 0 4 g, V V 

3 7gRtfO. 1M 9 5m 1 ZtG-fZfc&fc. pH 3. 0) £flD 

X.. j|[*>^5 2 5 nmK*m5Kftffi£«!|£U -fu=rHrif ]) il y<Pfi&#«>fc. 
i©i L*C» 7^ W)'PI , $fc# (pore i n e rib cartil 

age) &&<Dziy Kn<Y J-ytfUt&A (i/f^ltM, 5 - 1 8 0 /t g/m 1 ) fcffl 

#>1t 0 

a) =>7-<yy#MBLJ& 

(1) 6 0 0m 1 igfl&I^ lOng/ml -f^-n^ 

1 a [I L - 1 a, W*f4J* (Ge n z y me) tt$S] SO 1 5 0 n g/m 
1 3j-^n^^^yM [yj'tfW A (G e n z yme) *fc$|] ffftT, 3 7*CT7 
B^JtSlLyto rwt*, I L- 1 a&O^^^^MjBsJjpt np^fcl, 
^*yusfc*^ KXtt^^b-&4fe»^^ ^vv*ywjfc3-> Kj#$5rJ£ifctf> 1/10 0 0 

(&tt-c 4 sunlit l*:.). mux <D%mm*$kv>. xj-vyftM&o 

b) t Kn^ri/T'D y y<0»|£ 

±E (3) - a) -ClHlUXLfcJgSifc 10 0m 1 ^ii&ttKWK: 
12N J£& IOOmI&AO*., 10 5t-e, 1 6 WB*^« [t-7 
^^D^ (Heating block) H F - 6 K -fv hf^ttgl] 
bfc. ^(ORlSiS 1 0 0 u 1 £tm *iMJ7**j- a-:/U:®*K i££oc^#u— 
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^-■CftgLfc, xtfUy*?' a.-7\z.4 V7ti;<;-t\>-fc (1 : 1) 

tm 5 0 0 m 1 £All;lT&@<fc£i&#Lfc 0 Hie, tvUls-TftM {tvy 

mU ^Wny^ 3m 1 ^ 
©ffitt, 5 0 0m It. *^^i|-7kfa<|gj 7. 5 g % 6ml&t5RK^- 
M?AE*fn<gj 6 0 gfc&^N" 5 pH6. 0©©©ffc-0fcS o ) 

fcil3-Lfct><Do] 2 5 0 1 £AD*.-t$#U Sja-C, 2 0#fBJjBc@Lfc o H 
2 50 /zl<Z>3. 1 5M i§ifi3&&&Ajl;LTm#U Mt?> 5 #fSjjBtit.Lfc 
250*iltf>20% ^/^l/T^^yXT^ft K (S/^flJg) * fvw 
tny^|ttttg#l, 6 CCT, 2 0^KJS**fco 
fc5#fjg?|H>LT£iBKMU 200/i l-fo^^o^l— M^U 5 5 7 n 

14) y:/D/<y-/u-* (1 : 1) AttlcfflKU ZOfeWi 5 0 0 m 1 fcv* 
#0. o 5 g JJ»M2 m g Slw&ifcfciBSlLfcJ :«)SSl:ie^D7 

5^-T«IS2 5 0 n 1 fcAU*., UA«±IBfc IsOESfc&ft U 5 5 7 nmfcfctt-SlR 

&.&.W4. &n&Jj-Lifc:3g<KJtf>MMP- 1 31§KH (exvivo ) 
fcHSCTMMP- 1 3|&gf*&&fTo;fc e 
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Z.(T)k. : m*^y'<yYtV7?'x.--7\Z.J»\s s 12, OOOrpmT, 3 #ffli§.t> L 

ffll^ia Lfc„ ^HS:, 12, OOOrpm-C, 3#|818'b#8IU ±ra&@iKLfc„ 

KSrJU^T^Wts mbhlZ®Wi<D&&TT*s m& [KK0IJ1] - (2) icJptt, 
MMP- 1 3g&&»J£Lfc 0 

S*&0>J5. aMJE^ffimUM (osteoarthritis; OA) (in vivo) 

JfciSI&tt^ — ^ t> ( Bendele,A.M. and Hulman.J.F., Arthritis and 

Rheumatism, vol.31, 561-563 M, 1998 <D%mz.mtXff 5 Z k tf-Cfc $ 0 
(1) O A B&3B£*^<Dftfifci: 

2»OH, fr^SrHfeta^pa: L> «l#**t!iBII¥i: Life, ai$«U:tt&ii©*A- 



(2) *P?TO«fcg*8fc 
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&^<OKH@jgpi4 % MtJiS (joint capsule ) L*C\ J&g'B^Bl&^tf 

t> Bs^fcts, 1 o % y y ym&mm (pbs)i:24 mmm u 

»V>-C, s? • /•t^flftpc® (Surgi Path Decalcifier I, Surgi Path Medical 
Industries®}) fefflV^T, 2 Sffill&K Lfc. ~# U % 1 75 

ffi&Mtf>:£T$:II&-c# 5 J; 51- 1 5 0 /im#S2 0 0 u mid%\Z®K (6fe) 
H'B'rtffiaS (Medial tibial plateau ) biz&ftm (femoral condyle ) ©fcfc 

>> b^-Dlt&ZteffiW&ibtiti, ^h!) y>r*<r> Y/vj */y?;\'-yiL&&.<D®,i : 

fc*"CarLW5#, tidemark te*-C«:)tLT V>fcl>|§£& 4 , PS 
£r|gV\ tidemark 5 5 i: LT*=>7— Sroltfco 

^ ^ *^jSfe{Cft ^t, = o y # £> tf> ^ [Colombo et al. , Arthritis and 
Rheumatism, Vol.26, No. 7 (July 1983), 875-886 KltJlifS C."CaS^itBlfifiJ£*&X 
^»»*^L,i<^ib^^*|8W^b^^^t^m^^©^»[Toshiyuki 
Kikuchi et al. , Osteoarthritis and Cartilage (1996) 4, 99-110 KltripCT 
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m * <d «s m 

i. Tie-flaa; (i) *$rt z><k&y>xix%<Dmm±ifr®Ziiz&, *XT*m 

W 

R 5 — O— R 4 -S0 2 -N— < (\) 
A* R 2 " 

Att, <6iK7^^^ySXW:, Sfe^^, -S (O) m -^t<l*-N (R 9 ) 
R e «v TIBS: (II), (III)XHt(IV) &*Tf5£ 




(II) (I") (IV) 

Xtt, IHRR?, SMtR^ -N (R 10 ) -X«-C (R») ( R ")' 
U 

YH\ MR?-, HA**-**, -S (O) — N <R«0 -Xli 

-C (R'«) (R 1 *) -fr*U 
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R\ R l \ R"WR"tt 1 l§J-5Eb< liS^ot, -tn^ti, 
®&gS¥ a Rtf H&St* ^ d> ?.Sl«§ii5lTti$Hfc^f d7!) 

yl^-vUg, 7^* = /Wg, @&g»a *^3IiR£ft£gTa&$;h,;fc{g;»7,'l'* 
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7 A"* A'*'**, (Biift7>'W^^^>'W7^r:^S % flft^A'* A'^A'Jfc^A'&x 7$ 

7y-A>?-*g, ^f.n7y^fts, s&ss* yearns ft ss-eg& 
$nfc7y-A-g, Btfts»v^e>s^*n5ST?siftsnfc^7 i n7y«-^s, 

B&S& y &9« & ft5gT?gfc Sftfc7 y -A-** y bmiR 

&$Hfc7 y -A^tfg, ®£g# v a>fegfc£;h,5g-cia&£4xfc^'r or y - 
a^*ss 0 

rap] 

AD^yKf, fittTA***/*, ^pyy(ftift7/w^yus % ttftTA'a:*^** 
^nyy(Sia7^=>^^S, eflk7A<*A>?-;*-£ % ad^ yffcft7A'*/i'?-2fK« 
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4. ls*(DfSIa^lJSxw:i§^f^<c»^Sffl^2«^c^av^•c, 

Afar S)-****^*, TV ^P7y-^tl 0 
6. it*<0«5i8^l«XW:iS*^«5Bam2«^33v>-c, 
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R*# x *fvK if^, ^ObVK O^D^, 2- > \>*?*yx.?>A, > 2- 
yf-^ah^xs^ 3, 3, 3 - h JJ 7/W;*-u:/d fcVK ^i^K 2-7i = 

A#, &$#l75M4te<D7;w*uv2XH\ Bfc*H*3BL< tt- S (o) „- 
-CH.O (CH,) 3-Xtt-CH,S (CH,) S{b£-teXI±* 



l 0. »*©«H»l«»M*9«*»6>a«Six6V^i"n*>-«K:*JV%x, 
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K'^ ; TvT})—j\'mvm&£i\1tTsi'*-j\,m fry — vw&j .Rtf 

tft^tifcry-^^s, g^s^y^ejS^^tvss-cejft^^fc^pry - 
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-bag; >>7;l„ 

1 2 . ft#<DmW% 1 1 ^^*5V>-C, 
R 8 1 6 iBOT^*^, #31 & 3 7 <B<& *s>7 n T 

13. ft3fc©$SB8& 1 2«lr*sv»T, 

R 8 As 7"n tVK '>?d/d^ 7!);V, 

14. SBtfoftll® l 1 3^d»P>S«$ixSv>-fH^-^^j3VNT % 
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R B ds 7°ofyK :7*^;K h !> :7^*-u * TvK 

3-7/l/ttJ7i^, 4-7;l'tD7iiyK 3-^OD7i^, 
7;c=:yK 3 - / 4-^f;U7xc;K 3 -^ h^riy7i^ 4 

h=Sf->7x=.yl' % 3-*/7;7*=/l', 4-i'7>'7x^K 2, 4-S?7;W 
:7;n:=./K 2, 4-^^0 0 7^=.^, 3, 4-77^D7i=^ 3, 4 
-^db7is*, 3 — tfJ)S?>K 4-try^yK 2 3 
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1 9 . m*<o&m$ti 1 «75M 1 7 baiR* v%-rn*»-«ici3v^T^ 
R 7 &o?R 8 is % m-mv<imt£ox. Graven, **«c^- % -i>ng x ^t/ 

A"*A*-C;b5JK R 7 &tKR 8 tt, *ftfcjMa*LTV*3ia*ll|(*fc-||H£ 

• (±) -N-t Kn^fSz-Na-^fA'-Na- (4-7i;^^^y^^ 
Jfc-yw) -2- (2-7^^?Kxf-A/) 

• (±) -N-fc Ko*^-No-^f-/U-Na- (4 -7 s. J *l"<>'l£lsaA> 
*=A-) -2- [2- 4 -s?^-^- 3 -J/U) ^ y 

• (±) -N-tKo*'>-No-^f^-No- (4 -7i; l/** 
fc^U) -2- [2- (#t/!l^-2, 4-5>jfry-3— if AO aif-zW] ^'J-> 
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• (±) -2- [2- (5 --7jV*xi t'V 5 i?y- 2, 4-i/*y-3~j/U) x. 

• (±) -N-tKo^'>-Ntt-^^-Na- (4 -7xy *S"<y-t? ^^yu 

-2 - [2- (9^/ [3, 2-d] 4-S?^-^-3- 

-ow) je^ao ^y->^T5h\ 

• (±) -N-t Ko^fv'-Na-/f;l/-2- [2- ( 7 ^•yW^--^^^-^- 
1--YA0 ~ N a — (4 ^ ]) -yl^T % 

• (±) -N-tKP^^-No-^f^-Na- (4 -7 X / ^i^^^-lf 
sfc=.A<) -2 - [2- (7 p 7 1 !;^y-2, 4-^V-3-^^) st^vl/) ^y$> 

• (±) -2- [2- (i, i-s?;j-*y-i, 2-^<yx^yfr/-/v-3- 

^-y-2--<^) atf-A*] -N-t Kndfi/-Na-^f;l/-Na- (4 

• (±) -N-h Kn^V-Na-/fyl/-2- [2- ( 6 f-/l>f ]) * 

2, A-VX-y-Z-J /V) x-f-jls] -No- (4 -7x.J *i/<<v J g>*A'-fc~ 

• (±) -N-tKo*->-Na-^f;W-No- (4 -7j/ 5* i"<^-fe? 

-2 - [2- (5 - h-J> 7^^np<^yUtry * i?^- 2, 4 -^^^-3 

— (A?) sifvU] ^y>vr^K, 

•N-t Kn^fJ/-Na-^f^-Nfl- (4-7j; ^■f'^l'-gl'^yUfcsAO 
-2 (R) - (2-7#M $ K^yW) S/J'TS F\ 

• (±) -Na- [4- (4-7;l-tD7x/^i/) '<>'l£>X;Ufr=.A>] -N- 
tKD^^-Na-^f/l/-2- (2 * Kai^yW) ^y^^T^K, 

- (±) -2- [2- (6 -gantry 5^-2, A Z - J >v) x.<? 
yu] -N-tKo*v'-Na-/fyi'-No- (4-7,; 
A,) ?)) yyr 5 K, 



WO 99/51572 



PCT/JP99/0I75I 



276 

• (±) -N-t KD*'>-Ntt-^fyl'-Na- (4-7iy^'>'<^^/l' 
frrwW) -2- [2- (6 - h V 7As*vi *?-jUt°)) * 2, 4-i?^V-3 

• (±) -N-t Ko + f-Na-^fvl'-Na- [4- (tTJJ S?V-4->f 

-2- [2- (^-oi/ [3, 2-d] f!) *i?y-2, 

• (±) -2- [2- (6-^DP-l-^f^t'HJ?y-2, 4-$?3j-^-3 
— ^^VU] — N— t Kc+ , >-Na-/f/l'-No- (4-7ay^'>"<y 

• (±) -No- [4- (4-^DD7iy^f-» ^<2/-tf V;*^*— - 2 - [2 

- * i?^-2, 4-^^-3 — fyW) \x?vW] -N-tKo^ 
■f-Na -ptfvW^y 5 K, 

•(±) -2 - [2- (8-^DneM^y-2, 4-i?^->--3 — f AO xf 
A-] -No- [4- (4 -7/W3j-D7*y ^>-fef -N-t K 

• (±) — N a — [4- (4-^DU7iy^i/) A*] -N-t 
KD^ri/-No-^^^-2- [2- (6- MJ 7yW^-D/^yUt*y 5 2, 
4-^^->-3 — fAO jc^-AO >f\) *yi/T 5 K, 

• (±) -No - [4- (4-7^tH7iA^) ^^-gl^A-Jfc^A'] -N- 
t Ko^^-No-^f^- 2- [2- (6- H)7^o^f;Uf!J 5^1^-2, 
4-^^-y-3-^>'W ^A-] ^y^^r^K, 

• (±) -No- [4- (S-^on?!^^) -^-Ify^A'Xfc—A'] -N-t K 
n3fi/-Na-;*?-A-- 2- [2- (6- M> 7A-^D^^yWt*y 5-^^-2, 4 
-^*^-3 — fAO ^A-] ^^v'yT? K, 

• (±) -No- [4- (3-^dB7aAj/) ^>"t£ V^A-ft-A-] -2- [2 

- (6-^DDlf!)*i;y-2 l 4 -S?;*^- 3 WA0 xf-A] -N-t Kd^ 

• (±) - 2- [2- (6-* on try 2, 4 - ^ah^- 3 
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yW] -Na-xf/l'-N-t Kn=^>-Na- ( 4 - 7 zt~ J =fr *y*<l/M. l/T.jV-fc^ 
/U) WyyT% h\ 

• (±) -2- [2- (6-^Dnf!) 5^>-2, 4 -VHr^y- 3 

yW] — N a - [4- (3-7^n7x/^fi') ^<>i? i/*yl//fc^ylx] -N-fc K 

• (±) - 2- [2- (6-^anf!) 5 i^-2, 4 -^V- 3 -w'yi') ^ 
yU] -N-tKD^r->-Na->f^-Na- [4- (t* y S^V- 4 -- fA-) 2j-^f 



• (±) -No- [4- (3-7;l'tD7xMi') ^^"tf^yVjfcnyW] — N — 
t [2- (6 - by ^yl^D ^ ^yWfc* y $ v>V~2, 
4 -S?;tV- 3 -> fyV-) ?]) i/y^T V, 

• (±) -N-tFD^5/-Na-/^-Na- [4- (tf!Jv?^4 — f yU) * 

^r^y-^^^yi'*^.^] - 2- [2 - (6 - )> y yjv^ru ^fA'f y 5 ^y- 2, 

4-^7^-^-3 — fyU) ^yU] *yyT% Y s 

• (±) -No-if/l'-N-t Ko^f^-Na- (.4 — 7 J ^^s^st y*jV 
*=yU) - 2- [2- (6 - h V 7 **yy-2, 4 -^^-3 

• (±) -N-h [ 2 - ( 1 - / 6 - h ]) 7 
yWtfp ^yUfy $ i?y- 2, 4-i^^->'-3 — (yU) ^A-] — N a — (4-7 



• (±) -2- [2- (5-^ap t°y 5^-2, 4-i?*y-3-Jjl') 
yU] — N— fc Ko^r^-Na-^f /I'-Na- (4 - 7x/^^yf>'XA'* = 

yu) ^y->yr 5 k. 



-Na-p«f-yW-2- [2- (*t/«|y-2, 4-S?;fr>-3 — CyU) ai^yW] 

•No- [4- (3-^071^^) ^y-\£ls*jUft~jU] -N-fc Ko*>> 
-No-yfyU-2 - [2- (3^ y [3, 2-d] t°y*^^-2, 4-i/*y 






■No - [4 - (3-^nn7i^i/) ^<yt y*/Vfc~jV~\ -N-h Ko^iX 
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•No- [4 - (3-^DD7s^^) A-#=i/t/] -N-t KD^iX 

-No ~*=}-)V- 2 - (2-7*A"f.5 K»*7U) ^JJi/^TSKo 

2 1. tg#0«iffl& 1 2 0^d>5>S^Six-5-iS^lBmo^^, XH: 

2 2 . M®&&?&5X\*fem-tz>itit><D®$.c>tom$5 2 i ^jj:iam<oEisi„ 

23. jg©i|B#, giS«U<ttJ85aSr«J$Ji-5fc«>«)gS3ft»tefia^2 13®^|B® 
2 4. ft#<Q«&Bfl$& l igft3E& 2 o^a^SiRSftS-^fclSiiflMb^^ Xtt 

2 5. |g*<D«SHB 1 «75Sm 2 om>t>miR2tiZ-i$.iz&.®<D{k&y9, xti 
2 7. m<Dfe®, giH^b<liJi5SSr«J«l1-5fc«)©E3ISrKigi-5fc«)<D > ft 
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amplify a cDNA encoding human pro-Hf>13 
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